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IEVADS

Laba  klmiska prakse (LKP) ir
starptautisks &tikas un kvalitates standarts,
kas izveidots, lai planotu, vaditu,
dokumentétu un zinotu par kliniskajiem
petijumiem, kuros iesaistiti  cilveki.
Darbiba atbilstosi Siem standartiem
nodroSina sabiedribas uzticibu, ka p&tamo
peronu tiesibas, dro§iba un labklajiba ir
aizsargata atbilstoSi principiem, kas
izveidoti,  balstoties uz  Helsinku
deklaraciju, un ka kliniska pétijuma dati ir
ticami.

Starptautiskas harmonizacijas konferences
izstradatas LKP noliiks ir izveidot vienotu
klinisko  pétjumu standartu  Eiropas
Savienibas valstis, Japana, Amerikas
Savienotajas Valstis, lai veicinatu klinisko
petijumu datu savstarpgju atziSanu S$o
valstu parvaldes institlicijas.

Noradijumi par Labu klinisko praksi
(LKP) izveidoti, balstoties uz pastavoso
LKP ne vien Eiropas Savienibas valstis,
Japana un Amerikas Savienotajas Valstis,
bet ar1 Australija, Kanada, Ziemelvalstis
un Pasaules veselibas organizacija (PVO).

LKP normas jaievero, ja kliniska pétijjuma
tiek ieguti dati, kas paredzeti iesniegSanai
parvaldes institiicijas.

Sais noradijumos izstradatie principi var
attiekties ar1 uz citiem kliniskiem
petijumiem, kas jebkada veida var
ietekmét cilveku drosibu un labklajibu.

PAPILDINAJUMS

Kops  Starptautiskas = harmonizacijas
konferences (SHK) LKP vadliniju
izveides ir palielindjies gan klinisko
pétijumu mérogs, gan to sarezgitiba un
izmaksas. Tehnologiju un riska vadibas
procesu attistiba sniedz jaunas iespgjas
palielinat efektivitati un koncentréties uz
butiskajam darbibam. Laika, kad tika
sagatavots originalais SHK E6(R1) teksts,

INTRODUCTION

Good Clinical Practice (GCP) is an

international  ethical and scientific
quality  standard  for  designing,
conducting, recording and reporting

trials that involve the participation of
human subjects. Compliance with this
standard provides public assurance that
the rights, safety and well-being of trial
subjects are protected, consistent with
the principles that have their origin in
the Declaration of Helsinki, and that the
clinical trial data are credible.

The objective of this ICH GCP
Guideline is to provide a unified
standard for the European Union (EU),
Japan and the United States to facilitate
the mutual acceptance of clinical data by
the regulatory authorities in these
jurisdictions.

The guideline was developed with
consideration of the current good
clinical practices of the European
Union, Japan, and the United States, as
well as those of Australia, Canada, the
Nordic countries and the World Health
Organization (WHO).

This guideline should be followed when
generating clinical trial data that are
intended to be submitted to regulatory
authorities.

The principles established in this
guideline may also be applied to other
clinical investigations that may have an
impact on the safety and well-being of
human subjects.

ADDENDUM

Since the development of the ICH GCP
Guideline, the scale, complexity, and
cost of clinical trials have increased.
Evolutions in technology and risk
management  processes offer new
opportunities to increase efficiency and
focus on relevant activities. When the
original ICH E6(R1) text was prepared,
clinical trials were performed in a
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kliniskie pétijumi lielakoties tika veikti,
balstoties uz papira dokumentaciju.
Progress elektroniska datu pierakstiSana
un zinoSana ir veicingjis Cita veida pieeju
1stenoSanu. Piemeéram, centralizeta
monitoréSana Sobrid var sniegt lielakus
ieguvumus plasakam klinisko pétijumu
klastam, neka noradits originalaja
vadliniju teksta. Tad€] Sajas vadlinijas
veiktas izmainas, lai veicinatu uzlabotu un
efektivaku pieeju IstenoSanu attieciba uz
klinisko petijumu dizainu, veikSanu,
uzraudzibu, dokumentéSanu un zinosSanu,
vienlaikus turpinot nodroSinat pé&tamo
personu aizsardzibu un pétijumu rezultatu
ticamibu. Tapat ir atjaunoti  arl
elektronisko pierakstu un
pamatdokumentu standarti ar noliiku
uzlabot klinisko pétijumu kvalitati un
efektivitati.

Sis vadlinijas jalasa kopa ar citam SHK
vadlinijam, kas attiecinamas uz klinisko
petijumu veiksanu (piem., E2A (klmisko
drosuma datu parvaldiba), E3 (klinisko
petijumu  zinosana), E7 (geriatriskas
populacijas), E8 (vispargji apsvérumi par
kliniskajiem pétijumiem), E9 (statistikas

principi) un Ell (pediatriskas
populacijas)).
Sis SHK LKP vadliniju integrétais

papildinajums sniedz vienotu standartu
Eiropas Savieniba, Japana, Amerikas
Savienotajas Valstis, Kanada un Sveicg,
lai veicinatu savstarp&ju klinisko pétijumu
datu akceptéSanu starp Sajas jurisdikcijas
esosajam parvaldes institicijam.
Gadijuma, ja rodas jebkada pretruna starp
E6(R1) tekstu un E6(R2) papildinajuma
tekstu, par prioritaru uzskatams E6(R2)
papildinajuma teksts.

1. TERMINOLOGIJA
1.1. Nevelama zalu izraisita blakne
(NZB)

Pirms zalu registracijas iegutas kliniskas
pieredzes ietvaros, lietojot kadas jaunas
zales vai lietojot tas jaunu indikaciju
gadfjuma, seviski ja terapeitiskas devas

largely paper-based process. Advances
in use of electronic data recording and
reporting facilitate implementation of
other  approaches. For example,
centralized monitoring can now offer a
greater advantage, to a broader range of
trials than is suggested in the original
text. Therefore, this guideline has been
amended to encourage implementation

of improved and more efficient
approaches to clinical trial design,
conduct, oversight, recording and

reporting while continuing to ensure
human subject protection and reliability
of trial results. Standards regarding
electronic  records and essential
documents intended to increase clinical
trial quality and efficiency have also
been updated.

This guideline should be read in
conjunction with other ICH guidelines
relevant to the conduct of clinical trials
(e.g., E2A (clinical safety data
management), E3 (clinical study
reporting), E7 (geriatric populations),
E8 (general considerations for clinical
trials), E9 (statistical principles), and
E11 (pediatric populations)).

This ICH GCP Guideline Integrated
Addendum provides a unified standard
for the European Union, Japan, the
United States, Canada, and Switzerland
to facilitate the mutual acceptance of
data from clinical trials by the
regulatory  authorities in  these
jurisdictions. In the event of any conflict
between the E6(R1) text and the E6(R2)
addendum text, the E6(R2) addendum
text should take priority.

1. GLOSSARY
1.1 Adverse Drug Reaction (ADR)

In the pre-approval clinical experience
with a new medicinal product or its new
usages, particularly as the therapeutic
dose(s) may not be established: all
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veél nav noteiktas, - visas kaitigas un
neparedzétas  reakcijas uz  zalém,
neatkarigi no devas, jauzskata par
nevélamam zalu izraisitam blakném.
Jeédziens "zalu izraisita blakne" nozimé, ka
cClonsakariba starp lictoto medikamentu
un nevélamo gadjjumu ir vismaz
iespejama, t.i., to savstarp&jo sakaribu
nevar izslegt.

Attieciba uz registrétam zalém: kaitiga un

neparedzéta zalu darbiba, kas rodas,
lietojot devas, kadas parasti ording
cilvékiem slimibu profilakses,

diagnostikas vai arst€Sanas nolika vai
fiziologisko funkciju mainiSanai (sk. SHK
noradijumus par kliniskas drosibas datu
vadiSanu: paatrinata zinojuma definicijas
un standarti).

1.2. Nevélams notikums (NN)

Jebkura nelabveliga medictniska
izpausme, ko pacientam vai kliniska
petljuma iesaistitai personai konstateé péc
zalu lietoSanas un kam nav obligatas
cClonsakaribas ar So arstéSanu. Nev&lams
notikums (NN) tatad var biit jebkura
nevélama un neparedzéta pazime (arl
patologiski mainiti laboratoriski dati),
jebkur§ simptoms vai slimiba, kas laika
zina sakrit ar medikamenta (p&tamo zalu)
lietoSanu, neatkarigi no ta, vai ir saistiba
ar medikamentu (pétamam zalém) vai nav
(sk. SHK noradijumus par kliniskas
droSibas  datu  vadiSanu:  paatrinata
zinojuma definicijas un standarti).

1.3. Protokola grozijums
Sk. "Protokola grozijums".

1.4. Normativa(-as) prasiba(-as)

Visi likumi un noteikumi, kas attiecas uz

noxious and unintended responses to a
medicinal product related to any dose
should be considered adverse drug
reactions. The phrase responses to a
medicinal product means that a causal
relationship  between a medicinal
product and an adverse event is at least a
reasonable  possibility, i.e.  the
relationship cannot be ruled out.
Regarding marketed medicinal products:
a response to a drug which is noxious
and unintended and which occurs at
doses normally wused in man for
prophylaxis, diagnosis, or therapy of
diseases or for modification of
physiological function (see the ICH
Guideline for Clinical Safety Data
Management: Definitions and Standards
for Expedited Reporting).

1.2 Adverse Event (AE)

Any untoward medical occurrence in a
patient or clinical investigation subject
administered a pharmaceutical product
and which does not necessarily have a
causal relationship with this treatment.
An adverse event (AE) can therefore be
any unfavourable and unintended sign
(including an abnormal laboratory
finding),  symptom, or  disease
temporally associated with the use of a
medicinal  (investigational) product,
whether or not related to the medicinal
(investigational) product (see the ICH
Guideline for Clinical Safety Data
Management: Definitions and Standards
for Expedited Reporting).

1.3 Amendment (to the protocol)
See Protocol Amendment.

1.4 Applicable Regulatory
Requirement(s)

Any law(s) and regulation(s) addressing

kliniskiem pétijumiem ar pétamam zalém. the conduct of clinical trials of
investigational products.
1.5. Apstiprinajums (attieciba uz 1.5 Approval (in relation to
26.02.18
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iestades uzraudzibas padomem IUP)

IUP atzinigs 1€émums par to, ka kliniskais
pétijums ir izskatits, un, ka petijjumu var
veikt noteikta iestade, ievérojot padomes
un iestades noradijumus, Labas klmiskas
prakses (LKP) un attiecigas normativas
prasibas.

1.6. Audits

Sistematiska un neatkariga ar klinisko
petijumu saistito darbibu un dokumentu
parbaude, lai noteiktu, vai veértétas ar
klnisko pétijumu saistitas darbibas, datu
dokumentésana, analize un preciza
zinoSana tiek veikta atbilstosi protokolam,
sponsora  darba  standartprocediiram
(DSP), Labas klmiskas prakses (LKP)
normam un attiecigdm normativam
prasibam.

1.7. Audita aplieciba
ka

Auditora apstiprinajums, ir veikts

audits.
1.8. Audita zinojums

Sponsora norikota auditora rakstveida
vert€§jums par audita rezultatiem.

1.9. Auditéjamo datu
pieraksti

izsekojamibas
Dokumentacija, kas lauj izsekot notikumu
norisei.

1.10. Kodésana / maskeSana

Procediira, kas nodrosSina, ka vienai vai
vairakam pétijuma iesaistitam pusém nav

zinama kliniskaja pétijuma iesaistito
personu piederiba pie noteiktas terapijas
grupas.  Vienpusgji  slépta  pé€tijjuma

pétama/s persona/as parasti nezina, kadu
arstéSanu ta (tas) sanem. Abpusgji slépta
petijuma par piederibu pie kadas noteiktas
terapijas grupas nezina ne pé&tamals
persona/as, ne pétnieks(-i), ne monitors,

Institutional Review Boards)

The affirmative decision of the IRB that
the clinical trial has been reviewed and
may be conducted at the institution site
within the constraints set forth by the
IRB, the institution, Good Clinical
Practice (GCP), and the applicable
regulatory requirements.

1.6 Audit

A systematic and  independent
examination of trial related activities
and documents to determine whether the
evaluated trial related activities were
conducted, and the data were recorded,
analyzed and accurately reported
according to the protocol, sponsor’s
standard operating procedures (SOPs),
Good Clinical Practice (GCP), and the
applicable regulatory requirements(s).

1.7 Audit Certificate

A declaration of confirmation by the
auditor that an audit has taken place.

1.8 Audit Report

A written evaluation by the sponsor’s
auditor of the results of the audit.

1.9 Audit Trail

Documentation that allows
reconstruction of the course of events.

1.10 Blinding / Masking

A procedure in which one or more
parties to the trial are kept unaware of
the treatment assignment(s). Single-
blinding usually refers to the subject(s)
being unaware, and double-blinding
usually refers to the subject(s),
investigator(s), monitor, and, in some
cases, data analyst(s) being unaware of
the treatment assignment(s).
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bet dazos gadijumos - ari persona(-as), kas
veic datu analizi.

1.11. Datu registracijas forma (DRF)

Rakstveida, optisks vai elektronisks
dokuments, kura dokumenté par katru
pétamo personu pétijjuma protokola
paredzeéto  informaciju, kas jazino
sponsoram.

1.12. Kliniskais pétijums / izpéte

Visi ar cilvekiem veiktie petijumi, lai
atklatu vai parbauditu pétamo zalu
klinisko, farmakologisko un / vai citu
farmakodinamisko darbibu, un / wvai
noteiktu p&tamo zalu nevélamas blaknes,
un / vai pétitu to wuzsiikSanos, sadali
organisma, metabolismu un izvadiSanu, lai
noteiktu So zalu lietoSanas droSumu un /
vai efektivitati. Termini "kliniska izpé&te"
un "kliniskais p&tfjums" ir sinonimi.

1.13. Zinojums par Kklinisko pétijumu /
izpeti

Rakstveida zinojums par kliisko pétijumu
| izpéti ar arstniecisku, profilaktisku vai
diagnostisku vielu, kas lietota cilvékiem.
Sai zinojuma pilniba apkopo klinisko un

statistisko parametru aprakstu,
prezentacijas un analizi (sk. SHK
noradjjumus par kliniska  pétijjuma

zinojumu saturu un strukttru).

1.14. Salidzinajuma zales

P&étamas vai registrétas zales (t.i., aktiva
kontrole), wvai placebo, ko kliniskos
pétijumos izmanto atsaucei.

1.15. Atbilstiba (attieciba uz pétijumu)
Visu ar klinisko petijumu saistito prasibu,

Labas kliniskas prakses (LKP) un
attiecigo normativo prasibu ieveéroSana.

1.11 Case Report Form (CRF)

A printed, optical, or electronic
document designed to record all of the
protocol required information to be
reported to the sponsor on each trial
subject.

1.12 Clinical Trial / Study

Any investigation in human subjects
intended to discover or verify the
clinical, pharmacological and / or other
pharmacodynamic  effects of an
investigational product(s), and / or to
identify any adverse reactions to an
investigational product(s), and / or study

absorption, distribution, metabolism,
and excretion of an investigational
product(s) with the object of

ascertaining its safety and / or efficacy.
The terms clinical trial and clinical
study are synonymous.

1.13 Clinical Trials / Study Report

A written description of a trial / study of
any therapeutic, prophylactic, or
diagnostic agent conducted in human
subjects, in which the clinical and
statistical description, presentations, and
analyses are fully integrated into a
single report (see the ICH Guideline for
Structure and Content of Clinical Study
Reports).

1.14 Comparator (Product)

An investigational or marketed product
(i.e., active control), or placebo, used as
a reference in a clinical trial.

1.15 Compliance (in relation to trials)

Adherence to all the trial-related
requirements, Good Clinical Practice
(GCP) requirements, and the applicable
regulatory requirements.

26.02.18
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1.16. Konfidencialitate

Sponsora Tpasuma esoSo datu un p&tamo
personu identitates neizpauSana, iznemot
attiecigi pilnvarotam personam.

1.17. Ligums

Datéta un parakstita rakstveida vienoSanas
starp divam vai vairakam pétjjuma
iesaistitam pusém, kura ietvertas visas
norunas par uzdevumu un pienakumu
sadali, un vajadzibas gadijuma — par
finansialiem nosacTjumiem. Ligumam par
pamatu var biit protokols.

1.18. Koordinacijas komiteja

Komiteja, ko var izveidot sponsors, lai
koordin&tu daudzcentru p&tijumu.

1.19. Koordinéjosais pétnieks

Pétnieks, kas atbildigs par péetnieku

koordiné$anu dazados centros daudzcentru
pétijuma.

1.20. Pétniecibas ligumorganizacija
(PL)
Persona vai institicija (komerciala,

akadémiska vai cita), ar ko sponsors
noslédzis ligumu par vienu vai vairaku ar
klinisko pétijumu saistitu pienakumu un
uzdevumu veikSanu.

1.21. TieSa pieeja

Atlauja vertét, analizét, parbaudit un
pavairot visus pierakstus un zinojumus,
kas ir svarigi kliniska pétijuma vertéSanai.
Visam pus€m (piem., viet€jam un arzemju
parvaldes institiicijam, sponsora
norikotiem monitoriem un auditoriem),
kam ir tiesibas izmantot tieSu pieeju,
jaieveéro visi piesardzibas pasakumi, ko
nosaka attiecigas normativas prasibas, lai
saglabatu pétamo personu identitates un

1.16 Confidentiality

Prevention of disclosure, to other than
authorized individuals, of a sponsor’s
proprietary information or of a subject’s
identity.

1.17 Contract

A written, dated, and signed agreement
between two or more involved parties
that sets out any arrangements on
delegation and distribution of tasks and
obligations and, if appropriate, on
financial matters. The protocol may
serve as the basis of a contract.

1.18 Coordinating Committee

A committee that a sponsor may
organize to coordinate the conduct of a
multicentre trial.

1.19 Coordinating Investigator

An investigator assigned the
responsibility for the co-ordination of
investigators at  different  centres
participating in a multicentre trial.

1.20 Contract Research Organization

(CRO)
A person or an organization
(commercial, academic, or other)

contracted by the sponsor to perform
one or more of a sponsor’s trial-related
duties and functions.

1.21 Direct Access

Permission to examine, analyze, verify,
and reproduce any records and reports
that are important to evaluation of a
clinical trial. Any party (e.g., domestic
and foreign regulatory authorities,
sponsor’s monitors and auditors) with
direct access should take all reasonable
precautions within the constraints of the
applicable regulatory requirement(s) to
maintain the confidentiality of subjects’
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sponsora 1paSuma esoSas
konfidencialitati.

informacijas

1.22. Dokumentacija

Visu formu pieraksti (ieskaitot rakstveida,
elektroniski, magnétiski un optiski skenéti
pieraksti, rentgenuznémumi un
elektrokardiogrammas, bet
neaprobezojoties ar So uzskaitijumu), kas
apraksta vai dokumente kliniska pétijjuma
metodes, norisi un / vai rezultatus,
faktorus, kas ietekmé pétijumu un veiktas
darbibas.

1.23. Pamatdokumenti

Dokumenti, kas atseviski un visi kopa lauj
vertét pétijuma norisi un iegito datu
kvalitati (sk. 8. nodalu: Klinisko pétijumu
veikSanai nepiecieSamie
pamatdokumenti).

1.24. Laba kliniska prakse (LKP)

Kliniskas izpétes planoSanas, vadiSanas,
izpildes, monitoréSanas, audité$anas,
dokumentesanas, analiz€Sanas un
zinosanas standarts, kas nodrosina datu un
zinoto rezultatu ticamibu un precizitati, ka
arl aizsarga pétamo personu tiesibas,
neaizskaramibu un konfidencialitati.

1.25. Neatkariga datu monitoréSanas
komiteja (NDMK) (Datu un droSibas
monitorésanas padome, monitoréSanas
komiteja, datu monitoresanas komiteja)

Neatkariga datu monitoréSanas komiteja,
ko var izveidot sponsors, lai periodiski
vertetu kliniska pétijuma norisi, petijuma
droSumu un galvenos efektivitates mérka
parametrus, lai var€tu sponsoram sniegt
ieteikumu  par  kliniska  pétfjuma
turpinasanu, parmainam vai partraukSanu.

identities and
information.

sponsor’s  proprietary

1.22 Documentation

All records, in any form (including, but
not limited to, written, electronic,
magnetic, and optical records, and
scans, x-rays, and electrocardiograms)
that describe or record the methods,
conduct, and / or results of a trial, the
factors affecting a trial, and the actions
taken.

1.23 Essential Documents

Documents which individually and
collectively permit evaluation of the
conduct of a study and the quality of the
data produced (see 8. Essential
Documents for the Conduct of a Clinical
Trial).

1.24 Good Clinical Practice (GCP)

A standard for the design, conduct,
performance, monitoring, auditing,
recording, analyses, and reporting of
clinical trials that provides assurance
that the data and reported results are
credible and accurate, and that the
rights, integrity, and confidentiality of
trial subjects are protected.

1.25 Independent data-Monitoring
Committee (IDMC) (Data and Safety

Monitoring Board, Monitoring
Committee. Data Monitoring
Committee)

An independent data-monitoring

committee that may be established by
the sponsor to assess at intervals the
progress of a clinical trial, the safety
data, and the critical efficacy endpoints,
and to recommend to the sponsor
whether to continue, modify, or stop a
trial.
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1.26. Neatkarigs liecinieks

Persona, kas nav saistita ar klinisko
pétjumu un ko pétijuma iesaistitas
personas nevar negodigi ietekmét; ta
piedalas pétamas personas informétas
piekriSanas procesa un, ja pétama persona
vai ta likumigais aizbildnis nav spé&jigs
lasit, nolasa tam informé&tas piekriSanas
veidlapas tekstu un ari visu pargjo
rakstveida informaciju, kas paredzeta
petamai personai.

1.27. Neatkariga étikas komiteja (NEK)

Neatkariga institlicija (parbaudes padome
vai resoru, regionala, valsts vai
starptautiska komiteja), kura ir
profesionali medicinas darbinieki un
personas, kas nav mediki, un Kkuras
pienakums ir nodro§inat  pé&tljumos
iesaistito cilvéku tiesibu, droSibas un
labklajibas aizsardzibu un sabiedribas
uzticibu. To nodroSina izskatot un
apstiprinot / sniedzot atzinigu vertgjumu
par pétijuma protokolu, par pé&tnieka(-u)
piemérotibu, aprikojumu, ka arT metodem
un materialiem, ko izmanto, lai sanemtu
un  dokumentétu  p€tamo  personu
informétu piekriSanu. NEK juridiskais
statuss, sastavs, funkcijas, darbiba un
normativie noteikumi dazadu valstu NEK
var but atSkirigi, bet tiem janodroSina
NEK darbiba atbilsto§i LKP normam, kas
ir mingtas Sais noradijumos.

normam, kas ir miné&tas Sais noradijumos.

1.28. Informéta piekriSana

Procediira, kad persona brivpratigi
apstiprina savu piekrisanu piedalities kada
konkréta kliniska pétijuma péc tam, kad ta
ir tikusi iepazistinata ar visiem kliniska

petijuma aspektiem, kas varetu biit
nozimigi, lai lemtu par piedaliSanos
petijuma. Informéta piekriSana tiek

1.26 Impartial Witness

A person, who is independent of the
trial, who cannot be unfairly influenced
by people involved with the trial, who
attends the informed consent process if
the subject or the subject’s legally
acceptable representative cannot read,
and who reads the informed consent
form and any other written information
supplied to the subject.

1.27 Independent Ethics Committee
(IEC)

An independent body (a review board or
a committee, institutional, regional,
national, or supranational), constituted
of medical professionals and non-
medical members, whose responsibility
it is to ensure the protection of the
rights, safety and well-being of human
subjects involved in a trial and to
provide public assurance of that
protection, by, among other things,
reviewing and approving / providing
favourable opinion on, the trial protocol,
the suitability of the investigator(s),
facilities, and the methods and material
to be used in obtaining and documenting
informed consent of the trial subjects.

The legal status, composition, function,
operations and regulatory requirements

pertaining to Independent Ethics
Committees may  differ among
countries, but should allow the

Independent Ethics Committee to act in
agreement with GCP as described in this
guideline.

1.28 Informed Consent

A process by which a subject voluntarily
confirms his or her willingness to
participate in a particular trial, after
having been informed of all aspects of
the trial that are relevant to the subject’s
decision to participate. Informed
consent is documented by means of a
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dokumentéta rakstveida,
parakstita un dateta.

veidlapa tiek

1.29. Inspekcija

Parvaldes institiicijas(-u) darbiba, oficiali
parbaudot  dokumentus,  aprikojumu,
pierakstus un visus pargjos materialus, ko
ta (tas) uzskata par saistitiem ar klinisko
izp€ti un kas var atrasties pétijjuma vieta,
pie sponsora un / vai pé€tniecibas
ligumorganizacija (PL), vai citas iestades,
ko valsts parvaldes institiicija uzskata par
iesaistitam.

1.30. Mediciniska iestade

Jebkura valsts vai privata vieniba vai
struktiira, vai arstniecibas vai
zobarstniecibas kabinets, kur veic klinisko
1Zpéti.

1.31.
(IUP)

Iestades uzraudzibas padome

Neatkariga institicija, kuras sastava ir
medicinas un zinatnes darbinieki, ka arT ar
zinatni nesaistitas personas, un Kkuras
pienakums ir nodroS§inat  pé&tijumos
iesaistito cilveku tiesibu, droSibas un

labklajibas aizsardzibu un sabiedribas
uzticibu. To  nodro$ina, izskatot,
apstiprinot  un  parskatot  pé&tjjuma

protokolu, protokola grozijumus, ka ari
metodes un materialus, ko izmanto, lai
sanemtu un dokument&tu p&tamo personu
informé&tu piekrisanu un citus dokumentus.
1.32. Starpzinojums klnisko
pétijumu / izpéti

par

Zinojums par starpposma rezultatiem un
to vert§jums. Tam par pamatu ir izpetes
gaita veikta analize.

1.33. Petamas zales

Aktivas vielas vai placebo zalu forma, ko
verté val i1zmanto atsaucém kliniska

written, signed and dated informed

consent form.
1.29 Inspection

The act by a regulatory authority(ies) of
conducting an official review of
documents, facilities, records, and any
other resources that are deemed by the
authority(ies) to be related to the clinical
trial and that may be located at the site
of the trial, at the sponsor’s and / or
contract research organization’s
(CRO’s) facilities, or at other
establishments deemed appropriate by
the regulatory authority(ies).

1.30 Institution (medical)

Any public or private entity or agency
or medical or dental facility where
clinical trials are conducted.

1.31 Institutional review Board (IRB)

An independent body constituted of
medical, scientific, and non-scientific
members, whose responsibility is to
ensure the protection of the rights,
safety and well-being of human subjects
involved in a trial by, among other
things, reviewing, approving, and
providing continuing review of trial
protocol and amendments and of the
methods and material to be used in
obtaining and documenting informed
consent of the trial subjects.

1.32 Interim Clinical Trial / Study
Report

A report of intermediate results and their
evaluation based on analyses performed
during the course of a trial.

1.33 Investigational Product

A pharmaceutical form of an active
ingredient or placebo being tested or

26.02.18

15



ZVA

pétijuma, ari jau registrétas zales, ja tas
lieto vai komplekté (zalu forma vai
iesainojums) atskirigi no apstiprinatas zalu
formas vai lieto kadas iepriek§ Vel
neapstiprinatas indikacijas gadijuma, vai
arl lai iegiitu papildinformaciju par jau
apstiprinatu lietoSanas veidu.

1.34. Petnieks

Persona, kas atbildiga par kliiskas
pétijuma norisi pétijuma vieta. Ja pétijuma
vieta izpéti veic personu grupa, p&tnieks ir
atbildigais grupas vaditajs un vigu var
saukt arT par atbildigo pétnieku. Attiecigi
sk. ar1: "Pétnieka paligs”.

1.35. Pétnieks / iestade

Pétnieks un / wvai iestade atbilstosi
attiecigdm normativam prasibam.

1.36. Petnieka broSiira

Apkopojums  par  p€tamamo  zalu
kliniskiem un prekliniskiem datiem, kas ir

nozimigi zalu izpéteé ar cilvekiem (sk. 7.
nodalu: "Pétnieka brosiira").

1.37. Likumigais parstavis

Fiziska vai juridiska persona vai
institlicija, kas atbilstoS§i speka esoSai
likumdoS$anai pilnvarota petamas

personas varda piekrist tas dalibai kliniska
pétijuma.

1.38. Monitorésana

Kliiska pétijuma norises parraudziba un
ar1 nodroSinajums, ka pé€tijumu veic, datus
pieraksta un par tiem zino atbilstosi
protokolam, darba standartprocediram
(DSP), Labai kliniskai praksei (LKP) un
attiecigdm normativam prasibam.

used as a reference in a clinical trial,
including a product with a marketing
authorization when used or assembled
(formulated or packaged) in a way
different from the approved form, or
when used for an unapproved indication,
or when used to gain further information
about an approved use.

1.34 Investigator

A person responsible for the conduct of
the clinical trial at a trial site. If a trial is
conducted by a team of individuals at a
trial site, the investigator is the
responsible leader of the team and may
be called the principal investigator. See
also Subinvestigator.

1.35 Investigator / Institution

An expression meaning “the investigator
and / or institution, where required by
the applicable regulatory requirements”.

1.36 Investigator’s Brochure

A compilation of the clinical and
nonclinical data on the investigational
product(s) which is relevant to the study
of the investigational product(s) in
human subjects (see 7. Investigator’s
Brochure).

1.37 Legally Acceptable
Representative

An individual or juridical or other body
authorized under applicable law to
consent, on behalf of a subject, to the
subject’s participation in the clinical
trial.

1.38 Monitoring

The act of overseeing the progress of a
clinical trial, and of ensuring that it is
conducted, recorded, and reported in
accordance with the protocol, Standard
Operating Procedures (SOPs), Good
Clinical Practice (GCP), and the
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1.39. Monitoréesanas zinojums

Monitora rakstveida zinojums sponsoram,
ko saskapa ar  sponsora  darba
standartprocedtiru (DSP) sniedz péc Katra
petijumu centra apmeklgjuma un / vai
citas ar pétijumu saistitas sazinasanas.

1.40. Daudzcentru pétijums

Kliniskais pétijums, kas noris atbilstosi
vienam protokolam, bet vairak neka viena
petijuma vieta, un tapec to veic vairak
neka viens pétnieks.

1.41. Preklinisks pétijums

Biomediciniski pétijjumi, ko neveic ar
cilvekiem.

1.42. Atzinums (attiectba uz Neatkarigo
étikas komiteju)

Vertgjums un / vai ieteikums, ko sniedz
Neatkariga &tikas komiteja (NEK).

1.43. Originali mediciniskie pieraksti
Sk. Primarie dokumenti.
1.44. Protokols

Dokuments, kur izklastits pétijjuma
merkis(-i), dizains, metodika, statistiskie
apsvérumi un organizacija. Protokola
parasti ir izklastits pétijuma c€lonis un
pamatojums, tacu §1 informacija var but
art citos dokumentos, kas noraditi
protokola. SHK LKP noradijumos
termins “protokols” apzimé& protokolu un
ta grozijumus.

1.45. Protokola grozijums
Rakstveida dokuments
veiktajam  parmainam
protokola skaidrojums.

par
vai

protokola
oficials

applicable regulatory requirement(s).
1.39 Monitoring Report

A written report from the monitor to the
sponsor after each site visit and / or

other trial-related communication
according to the sponsor’s SOPs.

1.40 Multicentre Trial

A clinical trial conducted according to a
single protocol but at more than one site,
and therefore, carried out by more than
one investigator.

1.41 Nonclinical Study

Biomedical studies not performed on
human subjects.

1.42 Opinion (in relation to

Independent Ethics Committee)

The judgement and / or the advice
provided by an Independent Ethics
Committee (IEC).

1.43. Original Medical Record

See Source Documents.

1.44 Protocol

A document that describes the
objective(s), design, methodology,
statistical considerations, and

organization of a trial. The protocol
usually also gives the background and
rationale for the trial, but these could be
provided in other protocol referenced
documents. Throughout the ICH GCP
Guideline the term protocol refers to
protocol and protocol amendments.

1.45 Protocol Amendment

A written description of a changes(s) to
or formal clarification of a protocol.
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1.46. Kvalitates nodrosinasana (KN)

Visas planotas un sistematiskas darbibas,
kas ieviestas, lai nodroSinatu pé&tijuma
norisi, datu iegiiSanu, dokumentéSanu
(pierakstus) un zinojumus atbilstosi Labas
kliniskas prakses (LKP) normam un
attiecigam normativam prasibam.

1.47. Kvalitates kontrole (KK)

Darba metodes un pasakumi, kas veikti
kvalitates nodros§inaSanas sistémas
ietvaros, lai parliecinatos, vai ir ieverotas
ar pétjumu saistito darbibu kvalitates
prasibas.

1.48. Randomizacija

Process, kura  pé&tamas personas
nejausinati  iedala  arstniecibas  vai
kontroles grupas, lai mazinatu
neobjektivitati.

1.49. Kompetentas institiicijas

Institticijas, kam ir reglament&josas
tiesibas. SHK — LKP noradijumos termins
“kompetentas institlicijas” attiecas uz
institiicijam, kas parbauda iesniegtos
Kliniskos datus un veic inspekcijas (sk.
1.29.). Sis iestades reizém sauc par
kompetentam institticijam.

1.50. Nopietns nevélams notikums
(NNN) vai Nopietna nevélama zalu
izraisita blakne (Nopietna NZB)

Visi nevélami mediciniski notikumi, kas
neatkarigi no zalu devas:

B izraisa navi,

B apdraud dzivibu,

B rada  nepiecieSamibu  hospitalizét
pétamo personu vai paildzina
hospitalizacijas laiku

M rada paliekamus vai  nopietnus

veselibas traucgjumus / darbnespéju
vali
B izraisa iedzimtus defektus / dzemdibu

1.46 Quality Assurance (QA)

All those planned and systematic actions
that are established to ensure that the
trial is performed and the data are
generated, documented (recorded), and
reported in compliance with Good
Clinical Practice (GCP) and the
applicable regulatory requirement(s).

1.47 Quality Control (QC)

The  operational techniques  and
activities undertaken within the quality
assurance system to verify that the
requirements for quality of the trial-
related activities have been fulfilled.

1.48 Randomization

The process of assigning trial subjects to
treatment or control groups using an
element of chance to determine the
assignments in order to reduce bias.

1.49 Regulatory Authorities

Body having the power to regulate. In
the ICH GCP guideline the expression
Regulatory Authorities includes the
authorities that review submitted clinical
data and those that conduct inspections
(see 1.29.). These bodies are sometimes
referred to as competent authorities.

1.50 Serious Adverse Event (SAE) or
Serious Adverse Drug Reaction
(Serious ADR)

Any untoward medical occurrence that
at any dose:

B results in death,

M is life — threatening,

B requires inpatient hospitalization or
prolongation of existing hospitalization,

B results in persistent or significant
disability / incapacity, or
B is a congenital anomaly / birth defect
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patologiju.
(Sk. SHK noradijumus par kliniskas
droSibas datu  vadiSanu: Paatrinata

zinojuma definicijas un standarti.)
1.51. Primarie dati

Visa informacija pierakstu originalos un to
apstiprinatas kopijas par kliniska pétijuma
atklajumiem, noverojumiem vai citam
darbibam kliniska pétijuma laika, kas
vajadzigas, lai izsekotu un v&rtétu
petijumu. Primarie dati ietverti primaros
dokumentos (pierakstu originalos un to
apstiprinatas kopijas).

1.52. Primarie dokumenti

Dokumentu, datu un pierakstu originali
(piem., stacionara slimnieka mediciniska
karte, citas mediciniskas kartes,
laboratoriskie dati, darba pieraksti, pétamo
personu dienasgramatas un aptaujas lapas,

medikamentu  izsniegSanas  pieraksti,
automatisku  iekartu datu  pieraksti,
apstiprinatas  kopijas  vai  noraksti,
mikrokartotékas, foto negativi,

mikrofilmas vai magnétiskie datu nesgji,
rentgenuznémumi, p&tamo personu lietas
un pieraksti, kas glabajas kliniskaja
petijuma iesaistita aptieka, laboratorijas un
mediciniski tehniskajas nodalas).

1.53. Sponsors

Persona, uznéméjsabiedriba, iestade vai
institicija, kas uzpemas atbildibu par
kliniska pétijuma sakSanu, vadiSanu un /
vai finanséSanu.

1.54. Sponsors pétnieks

Persona, kas viena pati vai kopa ar citiem
sak un vada klinisko pétjumu un $as
personas tie$a vadiba pétamas zales ievada
val izsniedz lietoSanai p€tamai personai.
Sis termins attiecas tikai uz fiziskam
personam  (ti., tas neattiecas uz
korporacijam vai agentiram). Sponsors
petnieks uzpemas gan sponsora, gan

(see the ICH Guideline for Clinical
Safety Data Management: Definitions
and Standards for Expedited Reporting).

1.51 Source Data

All information in original records and
certified copies of original records of
clinical findings, observations, or other
activities in a clinical trial necessary for
the reconstruction and evaluation of the
trial. Source data are contained in source
documents (original records or certified
copies).

1.52 Source Documents

Original documents, data, and records
(e.g., hospital records, clinical and
office  charts, laboratory  notes,
memoranda, subjects’  diaries  or
evaluation checklists, pharmacy
dispensing records, recorded data from
automated instruments, copies or
transcriptions certified after verification
as being accurate copies, microfiches,
photographic negatives, microfilm or
magnetic media, x-rays, subject files,
and records kept at the pharmacy, at the
laboratories and at medico-technical
departments involved in the clinical
trial).

1.53 Sponsor

An individual, company, institution, or
organization which takes responsibility
for the initiation, management, and / or
financing of a clinical trial.

1.54 Sponsor — Investigator

An individual who both initiates and
conducts, alone or with others, a clinical
trial, and under whose immediate
direction the investigational product is
administered to, dispensed to, or used by
a subject. The term does not include any
person other than an individual (e.g., it
does not include a corporation or an
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petnieka pienakumus.

1.55. Darba standartprocediira (DSP)

Siki izstradatas, rakstveida instrukcijas, lai
panaktu konkrétas darbibas vienveidigu
veikSanu.

1.56. Petnieka paligs

Jebkur§  kliniska  p@tijuma  grupas
dalibnieks, ko pétijuma vieta izv€las un
uzrauga pétnieks, lai veiktu svarigas
kliniska pétijjuma procediras un / vai
pienemtu svarigus ar petfjumu saistitus
lémumus (piem., lidzstradnieki, rezidenti,
stipendiati). Attiecigi sk. arT: "P&tnieks”.

1.57. Persona / P&étama persona

Persona, kas piedalas kliniskaja pétijuma
un sagpem pétamas zales vai  ir
kontrolgrupa.

1.58. Petamas personas identifikacijas
kods

Atpazisanas zime, kas ir atSkiriga katrai
petamai peronai un ko pieskir p€tnieks, lai
aizsargatu pétamas personas identitati, un
to izmanto personas varda vieta pétnieka
zinojumos par nevélamiem notikumiem un
/ vai citiem ar petijumu saistitiem datiem.

1.59. Pétijuma centrs

Vieta(-as), kur noris ar klinisko izpé&ti
saistitas darbibas.

1.60. Neparedzeéta nevélama zalu
izraisita blakne
Zalu izraisita blakne, kas pec savas

iedabas vai smaguma pakapes neatbilst
esosai informacijai par zaléem (piem.,
pétnieka brosira — V&l neregistrétam
pétamam  zalem vai  iepakojumam

agency). The obligations of a sponsor-
investigator include both those of a
sponsor and those of an investigator.

1.55 Standard Operating Procedures
(SOPs)

Detailed written instructions to achieve
uniformity of the performance of a
specific function.

1.56 Subinvestigator

Any individual member of the clinical
trial team designated and supervised by
the investigator at a trial site to perform
critical trial-related procedures and / or
to make important trial-related decisions
(e.g., associates, residents, research
fellows). See also Investigator.

1.57 Subject / Trial Subject

An individual who participates in a
clinical trial, either as a recipient of the
investigational product(s) or as a
control.

1.58 Subject Identification Code

A unique identifier assigned by the
investigator to each trial subject to
protect the subject’s identity and used in
lieu of the subject’s name when the
investigator reports adverse events and /
or other trial related data.

1.59 Trial Site

The location(s) where trial-related
activities are actually conducted.

1.60 Unexpected Adverse
Reaction

Drug

An adverse reaction, the nature or
severity of which is not consistent with
the applicable product information (e.g.,
Investigator’s ~ Brochure  for  an
unapproved investigational product or
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pievienotaja informacija pacientam / zalu
apraksta — registrétam zalém).

(Sk. SHK noradijumus par kliniskas
drosibas datu  vadiSanu:  Paatrinata
zinojuma definicijas un standarti.)

1.61. Neaizsargatas personas

Personas, kuru brivpratigu  dalibu
kliniskaja petijuma var parmeérigi ietekmet
pamatoti val nepamatoti apsveérumi par
ieguvumu, kas saistits ar piedaliSanos, vai

augstaku amatpersonu represijas
atteik§anas gadfjuma. Sai kategorija
ietilpst hierarhiskas struktturas locekli,
piem., medicinas, farmacijas,

zobarstniecibas studenti un studenti, kas
strada par medicinas masam, paklautiba
esoSi slimnicu un laboratoriju darbinieki,
farmacijas  darbinieki, karaviri  un
personas, kas atrodas apcietinajuma.
Neaizsargatas personas ir ari pacienti ar
nearst§jamam  slimibam,  pansionatu
iemitnieki, bezdarbnieki vai triicigi
cilveéki, pacienti kritiska stavokli, etnisko
minoritaSu  parstavji, bezpajumtnieki,
klaidoni, bégli, nepilngadigie un tie, kas
pasi nespéj dot piekriSanu.

1.62. Petamo personu labklajiba

Kliniskos pétijumos iesaistito cilveéku
fiziska un gariga neaizskaramiba.

PAPILDINAJUMS
1.63. Apstiprinata kopija

Originala ieraksta kopija (neatkarigi no
izmantota datu formata veida) ar
apstiprinajumu (t.i., kopija ir datéta un
parakstita vai izveidota ar valid€ta procesa
starpniecibu), ka ta satur tadu pasu
informaciju, tostarp kontekstu, saturu un
struktiiru aprakstoSos datus, ka originalais
ieraksts.

package insert / summary of product
characteristics for an approved product)
(see the ICH Guideline for Clinical
Safety Data Management: Definitions
and Standards for Expedited Reporting).

1.61 Vulnerable Subjects

Individuals whose  willingness to
volunteer in a clinical trial may be
unduly influenced by the expectation,
whether justified or not, of benefits
associated with participation, or of a
retaliatory  response  from  senior
members of a hierarchy in case of
refusal to participate. Examples are
members of a group with a hierarchical
structure, such as medical, pharmacy,
dental, and nursing students, subordinate
hospital and laboratory personnel,
employees of the pharmaceutical
industry, members of the armed forces,
and persons kept in detention. Other
vulnerable subjects include patients with
incurable diseases, persons in nursing
homes, unemployed or impoverished
persons,  patients in  emergency
situations, ethnic minority groups,
homeless persons, nomads, refugees,
minors, and those incapable of giving
consent.

1.62 Well-being (of the trial subjects)

The physical and mental integrity of the
subjects participating in a clinical trial.

ADDENDUM
1.63 Certified Copy

A copy (irrespective of the type of
media used) of the original record that
has been verified (i.e., by a dated
signature or by generation through a
validated process) to have the same
information, including data that describe
the context, content, and structure, as
the original.

26.02.18

21




ZVA

1.64. Monitorésanas plans

Dokuments, kurd aprakstita pétjjuma
monitorésanas stratégija, metodes,
atbildiba un prasibas.

1.65. Datorizéto sistemu validacija

Process, ar kura palidzibu tiek noskaidrots
un dokumentéts fakts, ka datorizetas
sisttmas specifiskas prasibas var tikt
konsekventi izpilditas no sist€mas izveides
lidz ekspluatacijas partraukSanai  vai
parejai uz jaunu sist€ému. Pieeja validacijai
jabalsta uz riska novertgjumu, kura tiek
nemts  véra  sist€mas  paredzEtais
pielietojums un sist€mas potenciala
ietekme uz pétamo personu aizsardzibu un
pétijumu rezultatu ticamibu.

2. STARPTAUTISKAS
HARMONIZACIJAS
KONFERENCES (SHK) LABAS
KLINISKAS PRAKSES
PAMATPRINCIPI

2.1. Klmiskie pétijumi veicami atbilstosi
tikas principiem, kas izriet no Helsinku
deklaracijas noradijjumiem un atbilst
Labas kliniskas prakses normam un
attiecigdm normativam prasibam.

2.2. Pirms zalu kliniska pétijuma javerte
gaidamais ieguvums Kkatrai atseviskali
peétamai personai un sabiedribai kopuma
un paredzamais risks un ne€rtibas, kam
tiek paklauta p€tama persona. pétijums
sakams un turpinams tikai tad, ja
paredzamais ieguvums attaisno risku.

2.3. Petamo personu tiesibu, drosibas un
labklajibas nodrosSinasana ir kliniskas
izpetes  pamatnosacijumi, un  tiem
japrevalé par zinatnes un sabiedribas
interesém.

2.4. kliniskais

Pieteiktais petijums

1.64 Monitoring Plan

A document that describes the strategy,
methods, responsibilities, and
requirements for monitoring the trial.

1.65 Validation of Computerized
Systems

A process of establishing and
documenting  that the  specified
requirements of a computerized system
can be consistently fulfilled from design
until decommissioning of the system or
transition to a new system. The
approach to validation should be based
on a risk assessment that takes into
consideration the intended use of the
system and the potential of the system to
affect human subject protection and
reliability of trial results.

2. THE PRINCIPLES OF ICH GCP

2.1 Clinical trials should be conducted
in accordance with the ethical principles
that have their origin in the Declaration
of Helsinki, and that are consistent with
GCP and the applicable regulatory
requirement(s).

2.2 Before a trial is initiated, foreseeable
risks and inconveniences should be
weighed against the anticipated benefit
for the individual trial subject and
society. A trial should be initiated and
continued only if the anticipated
benefits justify the risks.

2.3 The rights, safety, and well-being of
the trial subjects are the most important
considerations and should prevail over
interests of science and society.

2.4 The available nonclinical and
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japamato ar pietieckamu informaciju par
pétamam zalem, kas iegita ieprieksgjos
prekliniskos un kliniskos p&tijumos.

2.5. Kliiskajam izp&tém jabiit zinatniski
pamatotam, un tas jaapraksta skaidri
formuléta, detalizeta protokola.

2.6. Kliniska pétijuma norisei pilniba
jaatbilst protokolam, par ko pozitivu
atzinumu sniegusi Neatkariga &tikas
komiteja (NEK) / Iestades uzraudzibas
padome (IUP).

2.7. Kvalificéts arsts vai zobarsts vienmer
ir atbildigs par pétamas personas
medictnisko apriipi un visiem
mediciniskiem lémumiem, kas saistiti ar
pétjuma norisi.

2.8. Lai veiktu noteiktus uzdevumus,
visam personam, kas veic klinisko izpeti,
jabiit ar atbilstoSu izglitibu, specialu
papildapmacibu un pieredzi attiecigaja
nozar¢.

2.9. No Katras pétamas personas, pirms ta
tiek iesaistita kliniskaja petijuma, jasanem
brivpratigi sniegta informéta piekriSana.

2.10. Visi kliniska pétjjuma dati
jadokument€, jaapstrada un jaglaba ta, lai
blitu iesp&ama preciza datu zinoSana,
vertéSana un parbaude.

PAPILDINAJUMS

Sis princips attiecinams uz jebkuriem
datiem, kas mingti Sajas vadlinijas
neatkarigi no izmantota datu formata
veida.

2.11. Janodrosina datu, kas dod iespgju
identificét petamas personas,
konfidencialitate,  ievérojot = TpasSuma
tiestbu un konfidencialitates likumus un
attiecigas normativas prasibas.

clinical information on an
investigational  product should be
adequate to support the proposed
clinical trial.

25 Clinical trials  should be

scientifically sound, and described in a
clear, detailed protocol.

2.6 A trial should be conducted in
compliance with the protocol that has
received prior institutional review board
(IRB) / independent ethics committee
(IEC) approval / favourable opinion.

2.7 The medical care given to, and
medical decisions made on behalf of,
subjects should always be the
responsibility of a qualified physician
or, when appropriate, of a qualified
dentist.

2.8 Each individual involved in
conducting a trial should be qualified by
education, training, and experience to
perform his or her respective task(s).

2.9 Freely given informed consent
should be obtained from every subject
prior to clinical trial participation.

2.10 All clinical trial information should
be recorded, handled, and stored in a
way that allows its accurate reporting,
interpretation and verification.

ADDENDUM

This principle applies to all records
referenced in this guideline, irrespective
of the type of media used.

2.11 The confidentiality of records that
could identify subjects should be
protected, respecting the privacy and
confidentiality rules in accordance with
the applicable regulatory requirement(s).
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2.12. Petamas zales jarazo, tas jaglaba un
darbibas ar tam javeic atbilstoSi Labas
razoSanas prakses (LRP) principiem. Tas
jalieto atbilstosi apstiprinatajam
protokolam.

2.13. Jaievie§ pasakumu sist€éma, kas
nodro$inatu visu kliniskas izp&tes aspektu
kvalitati.

PAPILDINAJUMS

Sadam sistémam jabat vérstam uz klinisko
petijumu aspektiem, kas ir butiski p&tamo
personu aizsardzibas un pétijumu rezultatu
ticamibas nodroSinasanai.

3. IESTADES UZRAUDZIBAS
PADOME (IUP) / NEATKARIGA
ETIKAS KOMITEJA (NEK)

3.1. Atbildiba

3.1.1. IUP / NEK janodro$ina p&tamas
personas tiesibas, droSiba un labklajiba.
Ipasa uzmaniba japiever§ pétijumiem,
kuros varGtu biit iesaistitas neaizsargatas
personas.

3.1.2. IUP / NEK jasanpem 3ada
dokumentacija:

e pétijuma protokoli / grozijumi,

e personas informétas  piekriSanas

veidlapas un to parstradatas redakcijas, ko
pétnieks ierosina izmantot pétjjuma,

e informacija par personu rekrutéSanu
(piem., sludinajumi),

e rakstveida informacija, kas paredzeta
pétamai personai,

e pétnieka brosira (PB),

e pieejamd informacija par lietoSanas
droSumu

e informacija par maksajumiem un

kompensaciju, kas paredz&ti pé&tamali
personai,

e pétnicka curriculum vitae un / vai cita
dokumentacija, kas apliecina  vina
kvalifikaciju,

e un visi citi dokumenti, Kkas

2.12 Investigational products should be
manufactured, handled, and stored in
accordance  with  applicable good
manufacturing practice (GMP). They
should be used in accordance with the
approved protocol.

2.13 Systems with procedures that
assure the quality of every aspect of the
trial should be implemented.

ADDENDUM

Aspects of the trial that are essential to
ensure human subject protection and
reliability of trial results should be the
focus of such systems.

3. INSTITUTIONAL REVIEW
BOARD / INDEPENDENT ETHICS
COMMITTEE (IRB/ IEC)

3.1 Responsibilities

3.1.1 An IRB / IEC should safeguard the
rights, safety, and well-being of all trial
subjects. Special attention should be
paid to trials that may include
vulnerable subjects.

3.1.2 The IRB / IEC should obtain the

following documents:

e trial protocol(s) / amendment(s),

e written informed consent form(s)
and consent form updates that the
investigator proposes for use in the
trial,

e subject recruitment procedures (e.g.
advertisements),

e written information to be provided
to subjects,

e Investigator’s Brochure (IB),

e available safety information,

e information about payments and
compensation available to subjects,

e the investigator’s current
curriculum vitae and / or other
documentation evidencing
qualifications,

e and any other documents that the
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nepiecieSami IUP / NEK, lai ta veiktu
savas funkcijas.

IUP / NEK attieciga perioda jaizskata
planotais kliniskais pétfjums un jainformé
par savu viedokli rakstveida, precizi
identific€jot petijumu, izskatito
dokumentaciju un datumus attieciba par

e apstiprinajumu / atzinigu vert&jumu,

e nepiecieSamam korekcijam pirms ta
apstiprinajuma / atziniga vert€juma,

e noliegumu / negativu vert§jumu un

e jebkura iepriekS€ja apstiprinagjuma /
atziniga vert€juma atcelSanu / noraidiSanu.

3.1.3. IUP / NEK javérteé paredzéta
klniska pétijuma pétnieka kvalifikacija,
izmantojot vina curriculum vitae un / vai
visu citu bitisku dokumentaciju, ko
pieprasa IUP / NEK.

3.1.4. Ikvienu kliniskao pétijumu, kas tiek
veikts, I[UP / NEK japarskata attiecigos
laika intervalos, kas atkarigi no riska
pakapes pétamai personai, tom&r minéta
parskatiSana veicama ne retak ka reizi
gada.

3.1.5. TUP / NEK ir tiesiga pieprasit, lai
petamai personai tiktu nodota ari
papildinformacija, ne tikai ta, kas noradita
4.8.10. punkta, ja IUP / NEK $kiet, ka tas
butiski  palielinatu  personu tiesibu,
dro$ibas un / vai labklajibas aizsardzibu.

3.1.6. Ja paredz&ts veikt neterapeitisku
pétijumu ar pétamas personas likumiga
parstavja piekriSanu (sk. 4.8.12., 4.8.14),
IUP / NEK jaseko, lai paredzéetais
petijuma protokols un / vai cita
dokumentacija atbilstu &tikas normam un
attiecigdm normativam prasibam, kas
reglament€ noteiktu petijuma veidu.

3.1.7. Ja protokola noradits, ka ieprieks

IRB / IEC may need to fulfil its
responsibilities.

The IRB / IEC should review a
proposed clinical trial within a
reasonable time and document its views
in writing, clearly identifying the trial,
the documents reviewed and the dates
for the following:
e approval / favourable opinion;
e modifications required prior to its
approval / favourable opinion;
e disapproval / negative opinion; and
e termination / suspension of any prior
approval / favourable opinion.

3.1.3 The IRB / IEC should consider the
qualifications of the investigator for the
proposed trial, as documented by a
current curriculum vitae and / or by any
other relevant documentation the IRB /
IEC requests.

3.1.4 The IRB / IEC should conduct
continuing review of each ongoing trial
at intervals appropriate to the degree of
risk to human subjects, but at least once
per year.

3.1.5 The IRB / IEC may request more
information than is outlined in
paragraph 4.8.10. be given to subject
when, in the judgement of the IRB /
IEC, the additional information would
add meaningfully to the protection of
the rights, safety and / or well-being of
the subjects.

3.1.6 When a non-therapeutic trial is to
be carried out with the consent of the
subject’s legally acceptable
representative (see 4.8.12., 4.8.14.), the
IRB / IEC should determine that the
proposed protocol and / or other
document(s)  adequately  addresses
relevant ethical concerns and meets
applicable regulatory requirements for
such trials.

3.1.7 Where the protocol indicates that
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nav iesp€jams sanemt p&tamas personas
vai personas likumiga parstavja piekrisanu
(sk. 4.8.15.), TUP / NEK jaseko, lai
paredz&tais protokols un / wvai cita
dokumentacija atbilstu bitiskam &tikas
normam un attiecigdm normativam
prasibam, kas reglament€ noteiktu
petijuma veidu (piem., neatlieckamos
gadijumos).

3.1.8. IUP / NEK jaizskata pétamam
personam veicamo maksajumu kartiba un
apjoms, lai nodroSinatu, ka nav personu
nevélamas ietekméSanas vai piespiesanas.
Maksajumi pétamai personai jasadala
proporcionali, un tiem jabut neatkarigiem
no ta, vai persona pétijumu pabeidz vai ne.

3.1.9. IUP / NEK jaseko, lai p&tamam
personam paredze€to maksajumu apjoms,
maksasanas karttba un biezums tiktu
noteikti personu informé&tas piekriSanas
veidlapa vai citos rakstveida dokumentos,
kas  paredz€ti p€tamam  personam.
Maksajumu veids un sadalijums japrecizg.

3.2. Sastavs, funkcijas un darbiba

3.2.1. TUP / NEK sastava jabut atbilsto$am
loceklu skaitam, kuriem visiem ir
nepiecieSama kvalifikacija un pieredze, lai
izskatitu un vértétu pétjjuma zinatniskos,
mediciniskos un €tikas aspektus. Tiek
ieteikts, ka ITUP / NEK sastava jabut:

e vismaz pieciem locekliem,

e vismaz vienam loceklim, Kkura
primaras intereses ir ar zinatni
nesaistita nozare,

e vismaz vienam loceklim, kas ir

neatkarigs no institiicijas / pé€tijuma
centra.
Tikai tie TUP / NEK locekli, kas ir
neatkarigi no pétnieka un sponsora, ir
tiesigi piedalities balsojuma vai sniegt
savu atzinumu par jautajumu, kas saistits
ar petijumu.

prior consent of the trial subject or the
subject’s legally acceptable
representative is not possible (see
4.8.15.), the IRB / IEC should determine
that the proposed protocol and / or other
document(s)  adequately  addresses
relevant ethical concerns and meets
applicable regulatory requirements for
such trials (i.e. in emergency situations).

3.1.8 The IRB / IEC should review both
the amount and method of payment to
subjects to assure that neither presents
problems of coercion or undue influence
on the trial subjects. Payments to a
subject should be prorated and not
wholly contingent on completion of the
trial by the subject.

3.1.9 The IRB / IEC should ensure that
information regarding payment to
subjects, including the methods,
amounts, and schedule of payment to
trial subjects, is set forth in the written
informed consent form and any other
written information to be provided to
subjects. The way payment will be
prorated should be specified.

3.2 Composition, Functions and
Operations

3.2.1 IRB / IEC should consist of a
reasonable number of members, who
collectively have the qualifications and
experience to review and evaluate the
science, medical aspects, and ethics of
the proposed trial. It is recommended
that the IRB / IEC should include:

e At least five members.

e At least one member whose primary
area of interest is in a nonscientific
area.

e At least one member who is
independent of the institution / trial
site.

Only those IRB / IEC members who are

independent of the investigator and the

sponsor of the trial should vote / provide
opinion on a trial-related matter.
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Jaizveido saraksts par visiem IUP / NEK
locekliem un vinu kvalifikaciju.

3.2.2. IUP / NEK sava darbiba javeic
atbilstosi rakstveida darba
standartprocedtram, rakstveida
jadokument€ zinojumi par aktivitattm un
s€zu protokoli un darbibai jaatbilst Labas
kliniskas prakses (LKP) normam un
attiecigam normativam prasibam.

3.2.3. IUP / NEK Iémumi japienem
ieprieks izzinotas séd€s, kuras piedalas
vismaz loceklu kvorums, kads noteikts
rakstveida darba standartprocediiras.

3.2.4. Tikai tiem IUP / NEK locekliem,
kas piedalas izskatiSana un parrunas,
japiedalas balsojuma vai japauz savs
viedoklis un / vai jasniedz ieteikumi.

3.2.5. Pétnieks var sniegt informaciju par
jebkuru ar pétfjumu saistitu aspektu, bet
vinpam nav tiesibu piedalities [UP / NEK
apspriedés vai balsojuma / viedokla
pausana.

3.2.6. IUP / NEK var pieaicinat personas,
kas ir kompetentas kada 1pasa joma.

3.3. Procediiras

IUP / NEK jaizveido savas darbibas
principi, tie rakstveida jadokumenté un
attiecigi jaievero. Tajos jabiit ietvertiem
Sadiem aspektiem:

3.3.1. IUP / NEK sastavs (loceklu vardi un

kvalifikacija) un iestade, kuras paklautiba
IUP / NEK izveidota.

3.3.2. Seézu kalendars, loceklu
informésanas un sézu vadiSanas kartiba.

3.3.3. Klinisko pétfjumu izskatiSana pirms
petijuma sakSanas un turpmak.

3.3.4. Turpmakas izskatiSanas bieZuma

A list of IRB / IEC members and their
qualifications should be maintained.

3.2.2 The IRB / IEC should perform its
functions according to written operating
procedures, should maintain written
records of its activities and minutes of
its meetings, and should comply with
GCP and with the applicable regulatory
requirement(s).

3.2.3 An IRB / IEC should make its
decisions at announced meetings at
which at least a quorum, as stipulated in
its written operating procedures, is
present.

3.2.4 Only members who participate in
the IRB / IEC review and discussion
should vote / provide their opinion and /
or advise.

3.25 The investigator may provide
information on any aspect of the trial,
but should not participate in the
deliberations of the IRB / IEC or in the
vote / opinion of the IRB / IEC.

3.26. An IRB / IEC may invite
nonmembers with expertise in special
areas for assistance.

3.3 Procedures

The IRB / IEC should establish,
document in writing, and follow its
procedures, which should include:

3.3.1 Determining its composition
(names and qualifications of the
members) and the authority under which
it is established.

3.3.2 Scheduling, notifying its member
of, and conducting its meetings.

3.3.3 Conducting initial and continuing
review of trials.

3.3.4 Determining the frequency of
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noteikSana, ja tada paredzéta.

3.3.5. Atbilstosi attiecigo parvaldes
institiciju normam paatrinata izskatiSana
un apstiprinajums / atzinigs verte¢jums par
mazsvarigam parmainam jau notiekoSu
petijumu sakara, kuru veikSanai sapemts
IUP / NEK apstiprindjums / atzinigs
vertejums.

3.3.6. Preciz€jums, ka neviena pé&tama
persona  netiek iesaistita  kliniskaja
pétTjuma, pirms nav sanemts IUP / NEK
rakstveida apstiprinajums /  atzinigs
vertejums petijuma veikSanai.

3.3.7. Preciz€jums, ka nekadas novirzes
vai grozijumus protokola nevar veikt bez
IUP / NEK rakstveida apstiprinajuma /
atziniga  vertgjuma  par  atbilstoSo
grozijumu veikSanu, iznemot gadijumus,
kad tie nepieciesami, lai izvairitos no
tieSas pétamas personas paklausanas
riskam, vai ja parmaipam piemit vienigi
logistisks vai administrativs  raksturs
(piem., monitora, talruna numura maina)
(sk.4.5.2)).

3.3.8.  Noradijums, ka  p@tnieckam

nekavéjoties jainformé IUP / NEK par:

a) novirz€m un grozijumiem protokola,

lai izvairitos no tieSas pé&tamas

personas paklauSanas riskam (sk.

3.3.7.,45.2),

parmainam, kas palielina risku

petamai personai un / vai bitiski

ietekmé€ pé€tijuma veikSanu  (sk.

4.10.2.),

visam nevélamam

blakném, kas ir

neparedzetas,

d) jaunu informaciju, kas var nevélami
ietekmét petamas personas drosibu vai
kliniska p&tijuma norisi.

b)

zalu izraisitam
nopietnas  un

c)

3.3.9. Apliecindgjums, ka IUP / NEK
nekavegjoties rakstveida informé pétnieku /
institlciju par:
a) pétijuma sakara
lémumiem / viedokliem,
b) pienemto  l€émumu  /

pienemtiem

viedoklu

continuing review, as appropriate.

3.3.5 Providing, according to the
applicable  regulatory  requirements,
expedited review and approval /

favourable opinion of minor change(s)
in ongoing trials that have the approval /
favourable opinion of the IRB / IEC.

3.3.6 Specifying that no subject be
admitted to a trial before the IRB / IEC
issues its written approval / favourable
opinion of the trial.

3.3.7 Specifying that no deviations
from, or changes of, the protocol should
be initiated without prior written IRB /
IEC approval / favourable opinion of an
appropriate amendment, except when
necessary to eliminate immediate
hazards to the subjects or when the
change(s) involves only logistical or
administrative aspects of the trial (e.g.,
change of monitor(s), telephone
number(s)) (see 4.5.2).

3.3.8 Specifying that the investigator
should promptly report to the IRB / IEC:
a) Deviations from, or changes of, the

protocol to eliminate immediate

hazards to the trial subjects (see
3.3.7,4.5.2, 45.4).

b) Changes increasing the risk to
subjects and / or affecting
significantly the conduct of the trial
(see 4.10.2).

c) All adverse drug reactions (ADRS)
that are both serious and
unexpected.

d) New information that may affect
adversely the safety of the subjects
or the conduct of the trial.

3.3.9 Ensuring that the IRB / IEC
promptly notify in  writing the
investigator / institution concerning:

a) Its trial-related decisions / opinions.

b) The reasons for its decisions /
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pamatojumu,
) kartibu, kada parsidzami piepemtie
lemumi / viedokli.

3.4. Dokumenti

IUP / NEK jaglaba visi biutiskie
dokumenti  (piem., rakstveida darba
apraksti, IUP / NEK loceklu saraksts, vinu
profesiju un darbvietu saraksti, iesniegtie
dokumenti, sézu protokoli un
korespondence) ne mazak ka tris gadus
pec kliniska pétijuma pabeigSanas, un tie

janodod p@c pieprasijuma attiecigo
parvaldes institliciju riciba.
Pétnieki,  sponsors  vai  parvaldes

institiicijas var pieprasit no IUP / NEK
rakstveida darba aprakstus un darbinieku
sarakstus.

4. PETNIEKS

4.1. Petnieka kvalifikacija un
vienosanas

4.1.1. Lai, veicot klmisko pé&tjumu,
petnieks varétu uzpemties atbildibu,
vinam jabiit atbilstoSai 1zglitibai, jabit
apmacitam un ar pieredzi, jaatbilst
attiecigas normativas prasibas precizétai
kvalifikacijai un  jaapliecina  sava
kvalifikacija ar pasreiz€jo curriculum
vitae un / vai citas sponsora, ITUP / NEK
un / vai parvaldes institliciju pieprasitas
biitiskas dokumentacijas palidzibu.

4.1.2. Petniekam pamatigi jazina p&tamo
zalu atbilstosa lietosana, ka tas aprakstits
protokola, aktuala pé€tnieka brosura, zalu
apraksta un citos sponsora iesniegtos
dokumentos.

4.1.3. Pétniekam japarzina un jaievero
LKP un attiecigas normativas prasibas.

4.1.4. Petnickam / institlicijai jalauj

opinions.
c) Procedures for appeal
decisions / opinions.

of its

3.4 Records

The IRB / IEC should retain all relevant
records (e.g., written procedures,
membership lists, lists of occupations /
affiliations of members, submitted
documents, minutes of meetings, and
correspondence) for a period of at least
3 years after completion of the trial and
make them available upon request from
the regulatory authority(ies).

The IRB / IEC may be asked by
investigators, sponsors or regulatory
authorities to provide its written
procedures and membership lists.

4. INVESTIGATOR

4.1 Investigator’s Qualifications and
Agreements

4.1.1 The investigator(s) should be
qualified by education, training, and
experience to assume responsibility for
the proper conduct of the trial, should
meet all the qualifications specified by
the applicable regulatory requirement(s),
and should provide evidence of such
qualifications  through up-to-date
curriculum vitae and / or other relevant
documentation  requested by the
sponsor, the IRB / IEC, and / or the
regulatory authority(ies).

4.1.2 The investigator should be
thoroughly familiar with the appropriate
use of the investigational product(s), as
described in the protocol, in the current
Investigator’s Brochure, in the product
information and in other information
sources provided by the sponsor.

4.1.3 The investigator should be aware
of, and should comply with, GCP and
the applicable regulatory requirements.

414 The

investigator / institution
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sponsoram veikt monitoréSanu un auditu
un attiecigdm parvaldes institicijam -
inspekciju.

4.1.5. Pétnickam jaizveido to attiecigi
kvalificéto personu saraksts, kuriem ir
delegéti ar klinisko pétijumu saistiti
svarigi uzdevumi.

4.2. AtbilstoSi resursi

4.2.1. Petniekam jasp&j uzskatami paradit
(piem., balstoties uz retrospektiviem
datiem) piem@rotu pétamo  personu
rekrutéSanas iespgjas iepriek§ noteikta
personu rekrutéSanas perioda laika.

4.2.2. Pétniekam jabut pietickami daudz
laika, lai klinisko pé&tijumu veiktu pareizi
un to pabeigtu ieprieks noteikta laika.

4.2.3. Lai varétu droS§i un pareizi veikt
klinisko pétijumu, pétnieka riciba jabiit
pietiekamam skaitam kvalificetu
darbinieku un atbilstoSam aprikojumam
visa paredz€taja petijuma perioda.

4.2.4. Petnieckam jagaranté, lai visi
petijuma iesaistitie  darbinieki  biitu
informéti par protokolu, petamam zalém
un saviem ar klinisko  pé@tijumu
saistitajiem pienakumiem un funkcijam.

PAPILDINAJUMS

4.2.5. Petnieks ir atbildigs par uzraudzibas
nodro$inasanu jebkurai personai vai pusei,
kurai pétnieks delegé ar p&tijumu saistitus
pienakumus un funkcijas, kas veicami
petijuma centra.

4.2.6. Ja pétnieks/iestade sledz ligumu ar
kadu personu vai pusi par ar pétjjumu
saistitu pienakumu vai funkciju veikSanu,
pétniekam/iestadei janodroSina, ka 1
persona vai puse ir kvalificéta veikt
attiecigos ar pétijumu saistitos
pienakumus un funkcijas, un jaisteno

should permit monitoring and auditing
by the sponsor, and inspection by the
appropriate regulatory authority(ies).

4.1.5 The investigator should maintain a
list of appropriately qualified persons to
whom the investigator has delegated
significant trial-related duties.

4.2 Adequate resources

4.2.1 The investigator should be able to

demonstrate (e.g., based on
retrospective data) a potential for
recruiting the required number of

suitable subjects within the agreed
recruitment period.

4.2.2 The investigator should have
sufficient time to properly conduct and
complete the trial within the agreed trial
period.

4.2.3 The investigator should have
available an adequate number of
qualified staff and adequate facilities for
the foreseen duration of the trial to
conduct of the trial properly and safety.

4.2.4 The investigator should ensure that
all persons assisting with the trial are
adequately informed about the protocol,
the investigational product(s), and their
trial-related duties and functions.

ADDENDUM

4.2.5 The investigator is responsible for
supervising any individual or party to
whom the investigator delegates trial-
related duties and functions conducted
at the trial site.

426 If the investigator/institution
retains the services of any individual or
party to perform trial-related duties and
functions, the investigator/institution
should ensure this individual or party is
qualified to perform those trial-related
duties and functions and should
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pasakumi, lai nodro$inatu veikto ar
pétijumu saistito pienadkumu un funkciju
un jebkuru iegiito datu integritati.

4.3. Pétamo personu mediciniska
aprupe

4.3.1. Kovalificéts arsts (vai attiecigi
zobarsts), kas ir p@tnieks vai pétnieka
paligs, ir atbildigs par visiem ar p&tijumu
saistitajiem mediciniskas dabas (vai ar
zobarstniecibu saistitiem) lémumiem.

4.3.2. Laika, kamér pétama persona
piedalas pétijuma, pétnickam / institlcijai
jagaranté, ka pétamai personai tiek veikta
atbilstosa mediciniska aprupe, kas saistita
ar visiem nevélamiem notikumiem
klniska pe@tijuma, un arT laboratorisko
raditadju  noteikSana.  P&tniekam  /
institicijai jainformé pétama persona, ja
konstatétas kadas slimibas, kuru gadijuma
nepieciesama medictniska apriipe.

4.3.3. Tiek ieteikts, lai pétnieks informé&tu
gimenes arstu par pétamas personas
piedalisanos kliniska pétijuma, ja pétamai
personai ir gimenes arsts un ta S$adu
inform&Sanu atzist.

43.4. Lai gan petamai personai nav
jasniedz paskaidrojumi, ta priekslaikus
partrauc  savu lidzdalibu  kliniskaja
pétijuma, petniekam péc iesp€jas jacensas
noskaidrot iemeslus, tai pasa laika pilniba
respekt€jot personas tiesibas.

4.4. Sadarbiba ar IUP / NEK

4.4.1. Pirms kliniska pétijuma sakSanas
pétnieka / institiicijas riciba jabit datetam
un  apstiprinatam IUP / NEK
apstiprindgjumam / atzinigam vertgjumam
par  pétijuma  protokolu,  pacienta
rakstveida informétas piekrisanas veidlapu
un tas parstradatam redakcijam, par

implement procedures to ensure the
integrity of the trial-related duties and
functions performed and any data
generated.

4.3 Medical care of Trial Subjects

4.3.1 A qualified physician (or dentist,
when  appropriate), who is an
investigator or a sub-investigator for the
trial, should be responsible for all trial-
related medical (or dental) decisions.

4.3.2 During and following a subject’s
participation in a trial, the investigator /
institution should ensure that adequate
medical care is provided to a subject for
any adverse events, including clinically
significant laboratory values, related to
the trial. The investigator / institution
should inform a subject when medical
care is needed for intercurrent illness(es)

of which the investigator becomes
aware.

433 It is recommended that the
investigator inform the subject’s

primary physician about the subject’s
participation in the trial if the subject
has a primary physician and if the
subject agrees to the primary physician
being informed.

4.3.4 Although a subject is not obliged
to give his / her reason(s) for
withdrawing prematurely from a trial,
the investigator should make a
reasonable effort to ascertain the
reason(s), while fully respecting the
subject’s rights.

4.4 Communication with IRB/ IEC

4.4.1 Before initiating a trial, the
investigator / institution should have
written and dated approval / favourable
opinion from the IRB / IEC for the trial
protocol, written informed consent form,
consent  form  updates,  subject
recruitment procedures (e.g.,
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personu rekrutéSanas procediiru (piem.,

sludinajumiem) un citu rakstveida
informaciju, kas paredzéta pétamai
personai.

4.4.2. Bez citiem pétniecka / institlicijas
rakstveida dokumentiem, kas iesniedzami
IUP / NEK, pétnickam / institicijai
jaiesniedz IUP / NEK arT pétnieka
brosiiras aktuals redakcijas eksemplars. Ja
petijuma laika pé€tnieka brosiira tiek veikti
grozijumi, pétnickam /  institlicijai
jaiesniedz IUP / NEK arT mainitas
pétnieka brosiiras redakcijas kopija.

4.43. Petjuma laika péetniekam /
institlicijai jaiesniedz IUP / NEK visa
izskatama dokumentacija.

4.5. Protokola ieveéro$ana

4.5.1. Pétnickam / institlicijai klinisko
petijumu javeic atbilstosi protokolam, kas
saskanots ar sponsoru un vajadzibas
gadijuma arT ar attiecigam parvaldes
institlicijam un kam apstiprinagjumu /
atzinigu vertéjumu devusi IUP / NEK. Lai
apstiprinatu  vienoSanos, pétnieckam /
institlicijai, un ari sponsoram japaraksta
petijjuma  protokols vai  alternativs
dokuments.

4.5.2. Pétnieks nedrikst veikt nekadas
novirzes no protokola vai parmainas, ja tas
nav saskanotas ar sponsoru, un pirms nav
veikta paredzamo grozijumu izskatiSana
un sapemts dokumentéts IUP / NEK
apstiprindjums / atzinigs  Vvert§jums,
iznemot gadijumus, ja tas nepiecieSams,
lai novérstu talitgju risku pétamai
personai, vai labojumiem piemit vienigi
logistisks vai administrativs raksturs
(piem., monitora vai talrupa numura
maina).

4.5.3. Pétniekam vai pétnieka noteiktai
personai jadokumenteé un japaskaidro
jebkura novirze no apstiprinata protokola.

advertisements), and any other written
information to be provided to subjects.

442 As part of the investigator’s /
institution’s written application to the
IRB / IEC, the investigator / institution
should provide the IRB / IEC with a
current copy of the Investigator’s
Brochure. If the Investigator’s Brochure
iS updated during the trial, the
investigator / institution should supply a
copy of the wupdated Investigator’s
Brochure to the IRB / IEC.

4.4.3 During the trial the investigator /
institution should provide to the IRB /
IEC all documents subject to review.

4.5 Compliance with Protocol

45.1 The investigator / institution
should conduct the trial in compliance
with the protocol agreed to by the
sponsor and, if required, by the
regulatory authority(ies) and which was
given approval / favourable opinion by
the IRB / IEC. The investigator /
institution and the sponsor should sign
the protocol, or an alternative contract,
to confirm agreement.

45.2 The investigator should not
implement any deviation from, or
changes of the protocol without

agreement by the sponsor and prior
review and documented approval /
favourable opinion from the IRB / IEC
of an amendment, except where
necessary to eliminate an immediate
hazard(s) to trial subjects, or when the
change(s) involves only logistical or
administrative aspects of the trial (e.g.,
change in monitor(s), change of
telephone number(s)).

453 The investigator, or person
designated by the investigator, should
document and explain any deviation
from the approved protocol.
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4.5.4. Lai novérstu tulitgju risku p€tamai
personai, pétnieks var novirzities no
protokola vai veikt taja parmainas bez
iepriecksgja IUP / NEK apstiprinajuma /
atziniga veért€§juma sapemsSanas. Veiktas
protokola novirzes vai parmaipas un to
pamatojums un, ja nepiecie$amas, ari

ierosinatie  protokola  grozijumi péc
iespgjas atrak jaiesniedz:

a) IUP / NEK izskati$anai un
apstiprindjuma / atziniga Vve&rt§juma
sanemsanai,

b) sponsoram  saskapo$anai un, ja
nepiecieSams,

C) attiecigam parvaldes institicijam.
4.6. Petamas zales

4.6.1. Petijjuma centra par pétamo zalu
uzskaiti ir atbildigs p&tnieks / institlicija.

4.6.2. Ja tas pielaujams vai nepiecieSams,
petnieks / institiicija drikst / ir pienakums

dalgji vai pilniba delegét savus
pienakumus attieciba uz pétamo zalu
uzskaiti pe€tjuma centra attiecigajam
farmaceitam vai citai personai, kas
darbojas pétnieka / institiicijas
parraudziba.

4.6.3. Pétniekam / institicijai un / vai
farmaceitam vai citai piemerotai personai,
ko noteicis pétnieks / institlicija,
jadokumenté zalu piegade pétijuma
centram, pétamo zalu uzskaite pétijjuma
centra, zalu, ko lietojusi Kkatra p&tama
persona, uzskaite un neizlietoto zalu
atpakalatdoSana sponsoram vai
alternativai institiicijai. Sais dokumentos
janorada datumi, daudzums, zalu partijas /
s€rijas numuri, deriguma termina beigas
(jJa noteikts) un p&tamam personam un
peétamam zalém pieskirtie identifikacijas

4.5.4 The investigator may implement a
deviation from, or a change of, the
protocol to eliminate an immediate
hazard(s) to trial subjects without prior
IRB / IEC approval / favourable
opinion. As soon as possible, the
implemented deviation or change, the
reasons for it, and, if appropriate, the
proposed protocol amendment(s) should
be submitted:

a) to the IRB / IEC for review and
approval / favourable opinion,

b) to the sponsor for agreement and, if
required,
c) to the regulatory authority(ies).

4.6 Investigational Product(s)

4.6.1 Responsibility for investigational
product(s) accountability at the trial
site(s) rests with the investigator /
institution.

4.6.2 Where allowed / required, the
investigator / institution may / should
assign some or all of the investigator’s /
institution’s duties for investigational
product(s) accountability at the trial
site(s) to an appropriate pharmacist or
another appropriate individual who is
under the supervision of the investigator
/ institution.

4.6.3 The investigator / institution and /
or a pharmacist or other appropriate
individual, who is designated by the
investigator /  institution,  should
maintain records of the product’s
delivery to the trial site, the inventory at
the site, the use by each subject, and the
return to the sponsor or alternative
disposition of unused product(s). These
records should include dates, quantities,
batch / serial numbers, expiration dates
(if applicable), and the unique code
numbers assigned to the investigational

kodu  numuri. Pétniekiem  jabat product(s) and trial subjects.

pierakstiem, kur atbilstosi dokumentéts, ka Investigators should maintain records

pétamam personam tika ordinétas devas, that document adequately that the
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kas atbilst protokolam, un pétamo zalu
daudzumam pierakstos jaatbilst kopg&am
daudzumam, kas sanemts no sponsora.

4.6.4. Petamas zales jaglaba atbilstosi

sponsora noradijumiem (sk. 5.13. un
5.143.) un attiecigam normativam
prasibam.

4.6.5. Petniekam jagaranté, ka pé&tamas
zales tiek lietotas tikai  atbilstosi
apstiprinatam protokolam.

4.6.6. Petniekam vai pétnieka / institiicijas
noteiktai personai katrai p&tamai personai
jaizskaidro p&tamo zalu pareiza lietoSanas
kartiba un klmiska pé@tijuma attiecigos

intervalos regulari jaseko, vai katra
petama persona pareizi izpilda
instrukcijas.

4.7. Nejausibas nodroSinasanas
procediira un atkodesana

Pétnieckam jaievéro kliiska pétijuma
nejauSibas nodroSinasanas procediira, ja
tada noteikta, un jagaranté, ka atkodeSana
notiek tikai atbilsto§i protokolam. Ja
pétijums ir maskets, pétniekam
nekavéjoties jadokument€ un japaskaidro
sponsoram jebkurs priekslaicigas
atkodeSanas gadijums (piem., nejausa
atkod@sana, atkod@Sana nopietna nevélama
notikuma dél, kas radies péc pétamo zalu
lietoSanas).

4.8. Petamas personas informéta
piekri§ana

48.1. Sapemot un  dokumentgjot
informé&tu piekriSanu, pétniekam jarikojas
atbilstosi attiecigam normativam

prasibam, jaievero LKP normas un &tikas
principi, kas definéti Helsinku deklaracija.
Pirms kliniska pétijuma sakSanas pétnieka
riciba jabat IUP / NEK rakstveida
apstiprindjumam / atzinigam veért€jumam

subjects were provided the doses
specified by the protocol and reconcile
all investigational product(s) received
from the sponsor.

4.6.4 The investigational product(s)
should be stored as specified by the
sponsor (see 5.13.2. and 5.14.3.) and in
accordance with applicable regulatory
requirement(s).

4.6.5 The investigator should ensure that
the investigational product(s) are used
only in accordance with the approved
protocol.

4.6.6 The investigator, or a person
designated by the investigator /
institution, should explain the correct
use of the investigational product(s) to
each subject and should check, at
intervals appropriate for the trial, that
each  subject is following the
instructions properly.

4.7 Randomization Procedures and
Unblinding

The investigator should follow the
trial’s randomization procedures, if any,
and should ensure that the code is
broken only in accordance with the
protocol. If the trial is blinded, the
investigator should promptly document
and explain to the sponsor any
premature unblinding (e.g., accidental
unblinding, unblinding due to a serious
adverse event) of the investigational
product(s).

4.8 Informed Consent of Trial
Subjects

4.8.1 In obtaining and documenting
informed consent, the investigator
should comply with the applicable
regulatory requirement(s), and should
adhere to GCP and to the ethical
principles that have their origin in the
Declaration of Helsinki. Prior to the
beginning of the trial, the investigator
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informé&tas
jebkuru citu
kas paredzéta

par rakstisku
veidlapu un
informaciju,
personai.

piekriSanas
rakstveida
petamai

4.8.2. Informétas piekriSanas veidlapa, ka
arl visa cita rakstveida informacija, kas
paredzeta pe€tamai personai, japarstrada,
kad tiek iegiita jauna svariga informacija,
kas var biit butiska personas piekriSanai.
Par visam parstradatam  informétas
piekriSanas veidlapam un visu rakstveida
informaciju, kas paredzéta pé&tamai
personai, pirms tiek sakta to lietoSana,
jasanem IUP / NEK apstiprinajums /
atzinigs vert§jums. Persona vai tas
likumigais parstavis laikus jainformé, ja
tiek iegiita jauna informacija, kas varétu
but butiska personas piekriSanai turpinat
piedalities kliniskaja pétijuma. Sadas
informacijas pazinosana jadokumentg.

4.8.3. Ne pétnickam, ne arT pétjjuma
iesaistitajam  personalam nav tiesibu
peétamai personai piespiest vai uzstajigi
uzspiest piedalities, vai turpinat Iidzdalibu
kliniskaja petijuma.

4.84. Nekada ar petjjumu saistita
mutvardu un rakstveida informacija, arl
informétas piekriSanas veidlapa, nedrikst
ietvert  formul&umus, kas petamai
personai vai tas likumigajam parstavim ir
nesaprotami un kas var bt par iemeslu, lai
apSaubitu vigu juridiskas tiesibas vai
neatbilstu tam, vai ar1 atbrivotu pétnieku,
organizaciju, sponsoru vai to parstavjus no
atbildibas par nolaidibu.

4.8.5. Pétnieka vai vina noteiktas personas
pienakums ir pilniba informé&t personu vai,
ja prsona pati nav spgjiga dot piekrisanu,
tas likumigo parstavi par visiem pétjjuma
aspektiem, ar1 rakstveida informaciju un
IUP / NEK sniegto apstiprinajumu /
atzinigu vertgjumu.

should have the IRB / IEC’s written
approval / favourable opinion of the
written informed consent form and any
other written information to be provided
to subjects.

4.8.2 The written informed consent form
and any other written information to be
provided to subjects should be revised
whenever important new information
become available that may be relevant
to the subject’s consent. Any revised
written informed consent form, and
written information should receive the
IRB / IEC’s approval / favourable
opinion in advance of use. The subject
or the subject’s legally acceptable
representative should be informed in a
timely manner if new information
becomes available that may be relevant
to the subject’s willingness to continue
participation in  the trial. The
communication of this information
should be documented.

4.8.3 Neither the investigator, nor the
trial staff, should coerce or unduly
influence a subject to participate or to
continue to participate in a trial.

4.8.4 None of the oral and written
information  concerning  the trial,
including the written informed consent
form, should contain any language that
causes the subject or the subject’s
legally acceptable representative to
waive or to appear to waive any legal
rights, or that releases or appears to
release the investigator, the institution,
the sponsor, or their agents from
liability for negligence.

4.8.5 The investigator, or a person
designated by the investigator, should
fully inform the subject or, if the subject
is unable to provide informed consent,

the  subject’s legally acceptable
representative, of all pertinent aspects of
the trial including the written

information and approval / favourable
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4.8.6. Valodai, kas izmantota ar petijjumu

saistitaja =~ mutvardu  un  rakstveida
informacija, ari informétas piekriSanas
veidlapa, jabut saprotamai pé&tamai

personai vai tas likumigajam parstavim un
neatkarigajam pieaicinatajam, ja tads
noteikts, un tai nevajadz€tu saturét
specifiskus formul&umus.

4.8.7. Pirms informétas pickriSanas
iegliSanas pétniekam vai vipa noteiktai
personai jalauj p&tamai personai val tas
likumigajam parstavim pietiekami ilga
laika iepazities ar pé&tijuma detalam un
pienemt lemumu  piedalities vai
nepiedalities  kliniskaja  pétijuma. Ir
vispusigi jaatbild uz visiem jautajumiem
par klinisko pétjumu, kas radusSies
personai vai tas likumigajam parstavim.

4.8.8. Pirms persona sak dalibu kliniskaja
petljuma, persona vai tas likumigais
parstavis, ka ar1 persona, kas vadija
informétas piekriSanas sarunu, personiski
paraksta un daté rakstveida noforméto
informétas piekrisanas veidlapu.

4.8.9. Ja petama persona Vai tas likumigais
parstavis nav spgjigs lasit, neatkarigam
lieciniekam japiedalas visa diskusijas par
informétu piekriSanu laika. Péc tam, kad
rakstveida informé&tas piekrisanas veidlapa
un visa cita rakstveida informacija, kas
paredzéta pétamai personai, nolasita
prieksa un izskaidrota p&tamai personai un
tas likumigam parstavim, un péc tam, kad
persona vai tas likumigais parstavis
mutvardos devis piekriSanu piedalities
kliniskaja pétijjuma un, ja iesp€jams,
personiski parakstijis un datgjis veidlapu,
lieciniekam personiski japaraksta un
jadate piekriSanas veidlapa. Parakstot
informétas piekriSanas veidlapu, liecinieks
apliecina, ka §1 un cita rakstveida
informacija tika precizi izskaidrota
personai un tas likumigajam parstavim un

opinion by the IRB / IEC.

4.8.6 The language used in the oral and
written information about the trial,
including the written informed consent
form, should be as non-technical as
practical and should be understandable
to the subject or the subject’s legally
acceptable representative and the
impartial witness, where applicable.

4.8.7 Before informed consent may be
obtained, the investigator, or a person
designated by the investigator, should
provide the subject or the subject’s
legally acceptable representative ample
time and opportunity to inquire about
details of the trial and to decide whether
or not to participate in the trial. All
questions about the trial should be
answered to the satisfaction of the
subject or the subject’s legally
acceptable representative.

4.8.8 Prior to a subject’s participation in
the trial, the written informed consent
form should be signed and personally
dated by the subject or by the subject’s
legally acceptable representative, and by
the person who conducted the informed
consent discussion.

4.8.9 If a subject is unable to read or if a
legally acceptable representative is
unable to read, an impartial witness
should be present during the entire
informed consent discussion. After the
written informed consent form and any
other written information to be provided
to subjects, is read and explained to the
subject or the subject’s legally
acceptable representative, and after the
subject or the subject’s legally
acceptable representative has orally
consented to the subject’s participation
in the trial and, if capable of doing so,
has signed and personally dated the
informed consent form, the witness
should sign and personally date the
consent form. By signing the consent
form, the witness attests that the
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vini to acimredzami sapratusi, ka persona
vai  personas likumigais  parstavis
labpratigi devis piekriSanu Iidzdalibai
kliniskaja p&tijuma.

4.8.10. Gan informé&tas pickriSanas
iegiisSanas  diskusija, gan informétas
piekrisanas rakstveida veidlapa un visa
cita rakstveida informacija, kas paredzeta
petamai personai, jabiit izskaidrotai $adai
informacijai:

a)

b)
c)

ka kliniskais pétijums ir pé&tniecibas
darbs,

kliniska pétijuma merkis,

arst€Sana kliniska pétjjuma laika un
iespgjamiba nejauSam iedalijjumam
noteikta arstniecibas grupa,

kliniska petijjuma procediras, kas
jaievero, ari  visas invazivas
procediiras,

pétamas personas pienakumi,

kliniska  pétijjuma eksperimentalie
aspekti,

iesp&jamais paredzamais risks vai
neértibas pétamai personai un, ja tas
attiecinams uz konkréto gadijumu,
embrijam, auglim vai ar zidamam
b&rnam,

paredzamais gaidamais ieguvums. Ja
klinisks ieguvums pé€tamai personai
nav paredzams, p&tamai personai par
to jabiit informeétai,

alternativas procediiras vai arstéSanas
metodes, kas var biit iesp€amas
(pieejamas) p&tamai personai, un to
bitiskais potencialais ieguvums un
risks,

kompensacija un / vai arstéSana, kas
pieejama pé&tamai personai, ja rodas
kaitgjums veselibai, kas saistits ar
klinisko pétijumu,

Pétamai personai paredz€tais ieprieks
proporcionali sadalitais maksajums par
piedaliSanos  pétjjuma (ja  tads
paredzets),
paredzamie

d)

e)
f)

9)

h)

)

K)

petamas personas

information in the consent form and any
other written information was accurately
explained to, and apparently understood
by, the subject or the subject’s legally
acceptable representative, and that
informed consent was freely given by
the subject or the subject’s legally
acceptable representative.

4.8.10 Both the informed consent
discussion and the written informed
consent form and any other written
information to be provided to subjects
should include explanations of the
following:

a) That the trial involves research.

b)
c)

The purpose of the trial.

The trial treatment(s) and the
probability for random assignment to
each treatment.

The trial procedures to be followed,
including all invasive procedures.

d)

e)
f)

9)

The subject’s responsibilities.

Those aspects of the trial that are
experimental.

The reasonably foreseeable risks or
inconveniences to the subject and,
when applicable, to an embryo,
fetus, or nursing infant.

The reasonably expected benefits.
When there is no intended clinical
benefit to the subject, the subject
should be made aware of this.

The alternative procedure(s) or
course(s) of treatment that may be
available to the subject, and their
important potential benefits and
risks.

The compensation and / or treatment
available to the subject in the event
of trial-related injury.

h)

)

The anticipated prorated payment, if
any, to the subject for participating
in the trial.

K)

I) The anticipated expenses, if any, to
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izdevumi, kas saistiti ar piedaliSanos
pétijuma (ja tadi paredzeti),
apliecinajums, ka pétamas personas
piedaliSanas klmiskaja pétjuma ir
brivpratiga un ta tiesiga jebkura bridi
atsaukt vai partraukt savu lidzdalibu
kliniskaja pétijjuma, un tam nebis
nekadu negativu seku vai tas nekada
veida neietekm@s esoSas pétamas
personas tiesibas,

apliecinajums, ka monitoriem,
auditoriem, IUP / NEK un parvaldes
institiicijam, neparkapjot pé&tamas
personas  datu  konfidencialitates
tiesibas, netiks liegta pieeja p€tamas
personas  medictnisko  dokumentu
originaliem, lai veiktu kliniska
petijuma procediru un / vai datu
parbaudi atbilstosi attiecigiem
pastavosiem likumiem un
noteikumiem, un ari ka pétama
persona vai tas likumigais parstavis
devis attiecigu atlauju, parakstot
inform&tas piekrisanas veidlapu,
apliecinajums, ka dati, kas layj
identific€t p&tamo personu, tiks glabati
slepeniba atbilstosi attiecigiem
pastavosiem likumiem un normam un
nebiis publiski pieejami. Ja kliniska

petijuma rezultati tiek publicéti,
pétamas personas identitate netiek
izpausta,

p) apliecinajums, ka p&tama persona vai

q)

s)

tas likumigais parstavis tiks laikus
informéts, ja klis zinama jebkada
informacija, kas var€tu biit butiska, lai
peétama persona ari turpmak piekristu
piedalities kliniskaja petijuma,

kontaktpersonas, kas var shiegt
p€tamai personai papildinformaciju
par klinisko pétijjumu un pétamas
personas tiestbam un ar ko var

kontakteties, ja radies kait&jums
veselibai, kas saistits ar klmisko
pétijumu,

paredzamie apstakli / iemesli, kuru dg]
personas lidzdaliba pétijuma var tikt
partraukta,

paredzamais

ilgumus personas

s) The

the subject for participating in the
trial.

m) That the subject’s participation in the
trial is voluntary and that the subject
may refuse to participate or
withdraw from the trial, at any time,
without penalty or loss of benefits to

which the subject is otherwise
entitled.
n) That the monitor(s), the auditor(s),

the IRB / IEC, and the regulatory
authority(ies) will be granted direct
access to the subject’s original
medical records for verification of
clinical trial procedures and / or data,
without violating the confidentiality
of the subject, to the extent permitted
by the applicable laws and
regulations and that, by signing a
written informed consent form, the
subject or the subject’s legally
acceptable representative is
authorizing such access.

That records identifying the subject
will be kept confidential and, to the
extent permitted by the applicable
laws and / or regulations, will not be
made publicly available. If the
results of the trial are published, the
subject’s identity will remain
confidential.

That the subject or the subject’s
legally acceptable representative will
be informed in a timely manner if
information becomes available that
may be relevant to the subject’s
willingness to continue participation
in the trial.

The person(s) to contact for further
information regarding the trial and
the rights of trial subjects, and whom
to contact in the event of trial-related
injury.

p)

q)

r) The foreseeable circumstances and /
or reasons under which the subject’s
participation in the trial may be
terminated.

expected duration

of the
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lidzdalibai petijuma,
t) kliniska pétijjuma iesaistito personu
aptuvenais skaits.

48.11. Pirms pétama persona sak
lidzdalibu  pétijjuma, tai val tas
likumigajam parstavim jasanem parakstits
un datéts petamas personas informétas
piekriSanas veidlapas eksemplars, ka ari
jebkura cita rakstveida informacija, kas
paredzéta pétamai personai. Laika, kamér
peétama persona piedalas  petijuma,
pétamai personai Vai tas likumigajam
parstavim jasanem parakstitS un datéts

pétamai personai paredz&ts koriggtas
informétas piekrisanas veidlapas
eksemplars un citas rakstveida

informacijas grozijumu eksemplars.

4.8.12. Ja kliniskaja petijuma (terapeitiska
vai neterapeitiska) piedalas pétamas
personas, ko petijuma var iesaisttt tikai ar
likumiga parstavja piekriSanu (piem.,
nepilngadigie vai pacienti ar smagiem
psihiskiem traucgjumiem), petama persona
iesp&ju robezas jainform& par klinisko
petijumu un, ja tas iesp&ams, péetamai
personai personiski japaraksta un jadaté
informétas piekriSanas veidlapa.

4.8.13. Iznemot gadijumus, kas minéti
4.8.14. punkta, neterapeitiskus pétijumus
(piem., kliniskos pétijumus, kad pe&tama
persona no ta negist arstniecisku labumu),
var veikt tikai ar tadam pétamam
personam, kas personiski apliecina savu
piekriSanu  un  paraksta  informétas
piekriSanas veidlapu.

4.8.14. Neterapeitiskus pétijumus var
veikt ar pétamas personas likumiga
parstavja piekriSanu, ja ir $adi nosacijumi:

a) kliniska pétjjuma mérkus nevar
sasniegt, ja p€tijumu veic ar petamam
personam, kas pasas var dot piekriSanu
lidzdalibai pétijuma,

b) paredzamais risks p&tamam personam
ir mazs,

subject’s participation in the trial.
t) The approximate number of subjects
involved in the trial.

4.8.11 Prior to participation in the trial,
the subject or the subject’s legally
acceptable representative should receive
a copy of the signed and dated written
informed consent form and any other
written information provided to the

subjects. During a subject’s
participation in the trial, the subject or
the subject’s legally acceptable

representative should receive a copy of
the signed and dated consent form
updates and copy of any amendments to
the written information provided to
subjects.

4.8.12 When a clinical trial (therapeutic
or non-therapeutic) includes subjects
who can only be enrolled in the trial
with the consent of the subject’s legally
acceptable representative (e.g., minors,
or patients with severe dementia), the
subject should be informed about the
trial to the extent compatible with the
subject’s understanding and, if capable,
the subject should sign and personally
date the written informed consent.

4.8.13 Except as described in 4.8.14, a
non-therapeutic trial (i.e. a trial in which
there is no anticipated direct clinical
benefit to the subject), should be
conducted in subjects who personally
give consent and who sign and date the
written informed consent form.

4.8.14 Non-therapeutic trials may be
conducted in subjects with consent of a
legally acceptable representative
provided the following conditions are
fulfilled:

a) The objectives of the trial can not be
met by means of a trial in subjects
who can give informed consent
personally.

b) The foreseeable risks to the subjects
are low.
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nevélama ietekme uz p&€tamo personu
labklajibu maksimali mazinata un ir
maza,

pétijums nav aizliegts ar likumu,

lai Sadas pétamas personas iesaistitu
pétijuma, IUP / NEK apstiprinajums /
atzinigs vert€jums tiek prasits 1pasi, un
Sis aspekts tiek ietverts rakstveida
apstiprindjuma / atziniga vertéjuma.

d)
e)

Sada veida pétijumi javeic ar pacientiem,
kuru slimiba un stavoklis atbilst p&tamo
zalu indikacijam, iznemot attaisnotus
iznémumus. Sados kliniskos pétijumos
petamo personu uzraudziba javeic 1pasi
uzmanigi un to Iidzdaliba p&tijuma
japartrauc, ja petijums ir parak

apgritinoss.
4.8.15. Arkartas gadifjumos, kad nav
iespgjams sagpemt petamas personas

iepriek$€ju piekriSanu, to pieprasa no
petamas personas likumiga parstavija, ja
tads personai ir. Ja nav iesp&jams sapemt
petamas personas ieprieksgju piekriSanu
un pétamas personas likumigais parstavis
nav pieejams, lai nodroSinatu petamas
personas tiesibas, droSibu un labklajibu,
un atbilsttbu attiecigam normativam
prasibam, p€tamas personas iesaistiSanai
pétjuma janotiek atbilstoSi aprakstam
protokola un / vai citos dokumentos, par
ko ir [IUP / NEK rakstveida apstiprinajums
/ atzinigs vért€jums. P&tama persona vai
tas likumigais parstavis par péetijjumu
jainformé péc iesp€jas atrak, un, lai
turpinatu  p€tijumu, japrasa péetamas
personas piekriSana. Attieciga gadijjuma
(sk. 4.8.10.) japrasa vél cita piekrisana.

c) The negative impact on the subject’s
well-being is minimized and low.

d)
e)

The trial is not prohibited by law.
The approval / favourable opinion of
the IRB / IEC is expressly sought on
the inclusion of such subjects, and
the written approval / favourable
opinion covers this aspect.

Such trials, unless an exception is
justified, should be conducted in
patients having a disease or condition
for which the investigational product is
intended. Subjects in these trials should
be particularly closely monitored and
should be withdrawn if they appear to
be unduly distressed.

4.8.15 In emergency situations, when
prior consent of the subject is not
possible, the consent of the subject’s
legally acceptable representative, if
present, should be requested. When
prior consent of the subject is not

possible, and the subject’s legally
acceptable  representative is  not
available, enrolment of the subject

should require measures described in the
protocol and / or elsewhere, with
documented approval / favourable
opinion by the IRB / IEC, to protect the
rights, safety and well-being of the
subject and to ensure compliance with
applicable regulatory requirements. The
subject or the subject's legally
acceptable representative should be
informed about the trial as soon as
possible and consent to continue and
other consent as appropriate (see 4.8.10)
should be requested.
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4.9. Pieraksti un zinojumi
PAPILDINAJUMS

4.9.0. Petniekam/iestadei jaglaba atbilstosi
un precizi primarie dokumenti un p&tjjuma
pieraksti, kas ietver visus attiecigos
novérojumus par visam pétjjuma centra
pétamajam personam. Primarajiem datiem

jabiit attiecinamiem, salasamiem,
aktualiem, originaliem, preciziem un
pilnigiem. Izmainam primarajos datos

jabut izsekojamam, tas nedrikst aizsegt
originalos ierakstus un nepiecieSamibas
gadijuma tas japaskaidro (piem., ar veikto
darbibu izsekojamibu).

4.9.1. Pétniekam janodroSina sponsoram
sniegto  datu  precizitate,  pilniba,
salasamiba un aktualitate, kas ietverti datu
registracijas forma (DRF) un visos citos
pieprasitos zinojumos.

4.9.2. Datiem DRF, kas iegiiti no
primariem dokumentiem, jaatbilst
primariem dokumentiem, vai jebkura
neatbilstiba japamato.

4.9.3. Jebkura DRF parmaina vai labojums
jadate, japaraksta un japaskaidro (ja
nepiecieSams), tas  nedrikst  radit
nesalasamu originalierakstu (t.i., jasaglaba
veikto darbibu izsekosanas iesp&jamiba);
tas attiecas gan uz rakstveida, gan
elektroniskam  datu  parmaipam un
labojumiem [sk. 5.18.4. (n)]. Sponsoram
jasniedz pétnieckam vai vina noteiktajai
personai ieteikumi korekciju veikSanai.
Sponsoram jabiit rakstveida noformé&tam
darba standartprocediram, lai nodro$inatu
to, ka DRF veiktas parmainas, ko veic
sponsora  noteikts  parstavis,  tiek
dokumentgtas un to veikSana
nepiecieSama, ka ar1 to, ka pétnieks
labojumu atruna un apstiprina ar savu
parakstu. Pétnieckam jaglaba veikto
parmainu un labojumu pieraksti.

4.9.4. Petniekam / institlicijai jaglaba ar
klinisko pétijumu saistitie dokumenti, kas

4.9 Records and Reports
ADDENDUM

4.9.0 The investigator/institution should
maintain adequate and accurate source
documents and trial records that include
all pertinent observations on each of the
site’s trial subjects. Source data should
be attributable, legible,
contemporaneous, original, accurate,
and complete. Changes to source data
should be traceable, should not obscure
the original entry, and should be
explained if necessary (e.g., via an audit
trail).

4.9.1 The investigator should ensure the
accuracy, completeness, legibility, and
timeliness of the data reported to the
sponsor in the CRFs and in all required
reports.

4.9.2 Data reported on the CRF, that are
derived from source documents, should

be consistent with the source documents
or the discrepancies should be
explained.

4.9.3 Any change or correction to a CRF
should be dated, initialed, and explained
(if necessary) and should not obscure
the original entry (i.e. an audit trail
should be maintained); this applies to
both written and electronic changes or
corrections (see 5.18.4(n)). Sponsors
should provide guidance to investigators
and / or the investigator’s designated

representatives on  making  such
corrections.  Sponsors should have
written procedures to assure that

changes or corrections in CRFs made by
sponsor’s designated representatives are
documented, are necessary, and are
endorsed by the investigator. The
investigator should retain records of the
changes and corrections.

4.9.4 The investigator / institution
should maintain the trial documents as
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noraditi $a dokumenta nodala “Kliiska
pétijuma veikSanai nepiecieSamie
pamatdokumenti” (sk. 8. nodalu) un ka tas
noteikts attiecigads normativas prasibas.
Pétniekam / institicijai javeic pasakumi,
lai nepielautu nejausu vai priekslaicigu So
dokumentu iznicinasanu.

4.9.5. Pamatdokumenti jaglaba vismaz
divus gadus péc medikamenta registracijas
SHK darbibas regiona vai tik ilgi, lidz
medikamenta registracija SHK darbibas
regiona netiek pieteikti jauni nenoskaidroti
apsvérumi, vai divus gadus péc oficialas
kliniska  pétijuma  beigSanas.  Sie
dokumenti jaglaba ilgaku laiku, ja tas
noteikts attiecigo parvaldes institliciju
prasibas vai ar sponsoru noslégta liguma.
Sponsora pienakums ir inform&t pétnieku /
institiiciju, ja Sos dokumentus ilgak glabat
nav nepiecieSams (sk. 5.5.12.).

4.9.6. Peétijuma finansialie nosacTjumi
jadokumenté liguma, kas tiek noslégts
starp sponsoru un petnieku / institiciju.

4.9.7. Péc monitora, auditora, IUP / NEK
vai parvaldes institliciju pieprasijuma
pétniekam / institiicijai janodroSina tieSa
pieeja visiem pieprasitajiem pétjjuma
dokumentiem.

4.10. Progresa zinojumi

4.10.1. Pétniekam jaiesniedz TUP / NEK
ikgadgjs (vai biezak, ja IUP/NEK
pieprasa) rakstveida parskats par kliniska
pétijuma norisi.

4.10.2. Petniekam nekavéjoties jaiesniedz
sponsoram, IUP / NEK (sk. 3.3.8.) un, ja
noteikts, institiicijam rakstveida zinojumi
par jebkuram parmainam, kas bitiski
ietekmé kliniska petijjuma norisi un / vai

specified an Essential Documents for
the Conduct of a Clinical Trial (see 8.)
and as required by the applicable
regulatory requirement(s). The
investigator / institution should take

measures to prevent accidental or
premature  destruction  of  these
documents.

4.9.5 Essential documents should be
retained until at least 2 years after the
last approval of a marketing application
in an ICH region and until there are no
pending or contemplated marketing
applications in an ICH region or at least
2 years have elapsed since the formal
discontinuation of clinical development
of the investigational product. These
documents should be retained for a
longer period however if required by the
applicable regulatory requirements or by
an agreement with the sponsor. It is the
responsibility of the sponsor to inform
the investigator / institution as to when
these documents no longer need to be
retained (see 5.5.12).

4.9.6 The financial aspects of the trial
should be documented in an agreement
between the sponsor and the investigator
/ institution.

4.9.7 Upon request of the monitor,
auditor, IRB / IEC, or regulatory
authority, the investigator / institution
should make available for direct access
all requested trial-related records.

4.10 Progress Reports

4.10.1 The investigator should submit
written summaries of the trial status to
the IRB / IEC annually, or more
frequently, if requested by the IRB /
IEC.

4.10.2 The investigator should promptly
provide written reports to the sponsor,
the IRB / IEC (see 3.3.8) and, where
applicable, the institution on any
changes significantly affecting the
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palielina risku pétamam personam.

4.11. Zinojumi par lietoSanas droSumu

4.11.1. Nekavgjoties jazino sponsoram par
visiem nopietniem nevélamiem
notikumiem (NNN), iznemot NNN, par ko
protokola vai citos dokumentos (piem.,
pétnieka brosiird) noradits, ka par tiem nav
jazino nekavgjoties. Peéc  steidzama
zinojuma, cik atri vien iespgams, ir
janostta detaliz€ts rakstveida zinojums.
Steidzamos un turpmakos zinojumos
petamas personas jaidentific€, izmantojot
tam pieskirtos identifikacijas numurus, bet
ne to vardus, personas koda numurus un /
vai adreses. Petniekam jarikojas atbilstosi
attiecigo parvaldes institliciju prasibam,
zinojot par neparedz&tam nopietnam zalu
izraisitam blakném parvaldes institiicijam
un IUP / NEK.

4.11.2. Par nevélamiem notikumiem un /
vai laboratorisko raditaju novirzém, kas
atbilsto§1 protokolam uzskatamas par
kritiskam attieciba uz lietoSanas droSumu,
sponsors jainformé atbilstoSi prasibam par
zinojumiem, un tas javeic sponsora
noteikta perioda, kads atziméts protokola.

4.11.3. Zinojot par naves gadijumiem,
pétniekam jaiesniedz sponsoram un [UP /
NEK visa papildus pieprasita informacija
(piem., autopsijas rezultati un mediciniski
nobeiguma zinojumi).

4.12. Petijuma priekSlaiciga
partraukSana vai apturé§ana

Ja pétijums jebkada iemesla d&] tiek
partraukts vai apturéts, pé€tnieckam /
institicijai par to nekavé&joties jainformeé
petama persona un janodroSina, ka p&tama
persona sanem attiecigu medicinisko
apriipi un turpmako novérosanu, un, ja ir
attiecigas normativas prasibas, pétniekam
/ institlicijai jainformeé attiecigas parvaldes

conduct of the trial, and / or increasing
the risk to subjects.

4.11 Safety Reporting

4111 All serious adverse events
(SAES) should be reported immediately
to the sponsor except for those SAEs
that the protocol or other document
(e.g., Investigator’s Brochure) identifies
as not needing immediate reporting. The
immediate reports should be followed
promptly by detailed, written reports.
The immediate and follow-up reports
should identify subjects by unique code
numbers assigned to the trial subjects
rather than by the subject’s names,
personal identification numbers, and / or
addresses. The investigator should also
comply with the applicable regulatory
requirement(s) related to the reporting
of unexpected serious adverse drug
reactions to the regulatory authority(ies)
and the IRB / IEC.

4.11.2 Adverse events and / or
laboratory abnormalities identified in
the protocol as critical to safety
evaluations should be reported to the
sponsor according to the reporting
requirements and within the time
periods specified by the sponsor in the
protocol.

4113 For reported deaths, the
investigator should supply the sponsor
and the IRB / IEC with any additional
requested information (e.g., autopsy
reports and terminal medical reports).

4.12 Premature Termination or
Suspension of a Trial

If the trial is prematurely terminated or

suspended for any reason, the
investigator /  institution  should
promptly inform the trial subjects,

should assure appropriate therapy and
follow-up for the subjects, and, where
required by the applicable regulatory
requirement(s), should inform the
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institiicijas.
Bez tam:

4.12.1. Ja pétnieks partrauc vai aptur
petijumu  bez iepriekS€jas  sponsora
piekriSanas, pétniekam jainformé
institiicija, ja noteikts, un pé&tniekam /
institlcijai nekavgjoties jainforme
sponsors un IUP / NEK un jasniedz
sponsoram un IUP / NEK detalizéts
rakstveida paskaidrojums par pétijuma
partraukSanas vai apturéSanas iemesliem.

4.12.2. Ja sponsors partrauc vai aptur
kltnisko pé&tijumu (sk. 5.21.), p&tnickam
nekavgjoties jainformé institicija, ja
noteikts, un péetnickam / institlicijai
nekavéjoties jainformé IUP / NEK un
jasniedz IUP / NEK detalizéts rakstveida
paskaidrojums par pétijuma partraukSanas
vai apturé$anas iemesliem.

4.12.3. JaIUP / NEK atce] vai atsauc savu
apstiprinajumu / atzinigo vert€§jumu par
pétijumu (sk. 3.1.2. un 3.3.9.), pétnieckam
jainform& institicija, ja noteikts, un
pétniekam / institlcijai nekavégjoties
jainforme& sponsors un jaiesniedz tam
detalizéts rakstveida paskaidrojums par
peétijuma partraukSanas vai apturéSanas
iemesliem.

4.13. Pétnieka zinojums kliniska
pétijuma nobeiguma

Pétnieckam, ja  noteikts,  japazino
institicijai  par  kliniska  pétfjuma
pabeigSanu; pétnieckam / institiicijai

jaiesniedz TUP / NEK pétijuma rezultatu
apkopojums un parvaldes institiicijam visi
pieprasitie zinojumi.

regulatory authority(ies).
In addition:

4.12.1 If the investigator terminates or
suspends a trial without prior agreement
of the sponsor, the investigator should
inform the institution where applicable,
and the investigator / institution should
promptly inform the sponsor and the
IRB / IEC, and should provide the
sponsor and the IRB / IEC a detailed
written explanation of the termination or
suspension.

4.12.2 If the sponsor terminates or
suspends a trial (see 5.21), the
investigator should promptly inform the
institution where applicable and the
investigator /  institution  should
promptly inform the IRB / IEC and
provide the IRB / IEC a detailed written
explanation of the termination or
suspension.

4.12.3 If the IRB / IEC terminates or
suspends its approval / favourable
opinion of trial (see 3.1.2 and 3.3.9), the
investigator ~ should  inform  the
institution where applicable and the
investigator /  institution  should
promptly notify the sponsor and provide
the sponsor with a detailed written
explanation of the termination or
suspension.

4.13 Final Report(s) by Investigator

Upon completion of the trial, the
investigator, where applicable, should
inform the institution; the investigator /
institution should provide the IRB / IEC
with a summary of the trial’s outcome,
and the regulatory authority(ies) with
any reports required.
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5. SPONSORS

PAPILDINAJUMS

5.0. Kvalitates vadiba

Sponsoram jaievie$ kvalitates vadibas
sist€ma visos petijuma procesa etapos.

Sponsoriem jakoncentr&jas uz péetijuma
darbibam, kas ir biitiskas p&€tamo personu
aizsardzibas un pétjjuma datu ticamibas
nodro$inasanai. Kvalitates vadiba ietver
efektivu  klmnisko pétijumu protokolu
izveidi un efektivu riku un procediru
izveidi datu vaksanai un apstradei, ka ari
lémumu  piepemSanai  nepiecieSamas
informacijas iegiiSanai.

Petijuma kvalitates nodrosinasanas un

kontroles metodém ir jabit
proporcionalam  riskam, ko  ietver
petijums, un iegiitas  informacijas

svarigumam. Sponsoram janodro$ina, ka
visi kliniska pétijuma aspekti ir izpildami,
un jaizvairas no nevajadzigas pé€tijuma
sarezgiSanas, procediram un  datu
iegiiSanas. Protokoliem, gadfjumu
zinojumu veidlapam un citiem darba

dokumentiem jabiit skaidriem,
lakoniskiem un konsekventiem.
Kwvalitates wvadibas sistémas ietvaros

jaizmanto talak aprakstita, uz risku balstita
pieeja.

5.0.1. Kiritisko procesu un datu
identifikacija
Protokola izstrades laika sponsoram

jaidentificé kritiskie procesi un dati, kas
nepiecieSami pétamo personu aizsardzibas
un  pétijuma  rezultatu  ticamibas
nodroSinasanai.

5.0.2. Riska identificésana

Sponsoram jaidentificé pétijuma kritisko

5. SPONSOR
ADDENDUM
5.0 Quality Management

The sponsor should implement a system
to manage quality throughout all stages
of the trial process.

Sponsors should focus on trial activities
essential to ensuring human subject
protection and the reliability of trial
results. Quality management includes
the design of efficient clinical trial
protocols and tools and procedures for
data collection and processing, as well
as the collection of information that is
essential to decision making.

The methods used to assure and control
the quality of the trial should be
proportionate to the risks inherent in the
trial and the importance of the
information collected. The sponsor
should ensure that all aspects of the trial
are operationally feasible and should
avoid unnecessary complexity,
procedures, and data collection.
Protocols, case report forms, and other
operational documents should be clear,
concise, and consistent.

The quality management system should
use a risk-based approach as described
below.

5.0.1 Critical Process and Data
Identification
During protocol development, the

sponsor should identify those processes
and data that are critical to ensure
human subject protection and the
reliability of trial results.

5.0.2 Risk Identification

The sponsor should identify risks to
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procesu un datu riski. Riski jaapsver gan
sisteémas Iiment (piem.,
standartprocediiras, datoriz€tas sistémas,
personals) un kliniska pétjjuma Iimeni
(piem., pétijuma dizains, datu iegiiSana,
informétas piekriSanas process).

5.0.3. Riska izvérté$ana

Sponsoram jaizveért€é identific€tie riski
salidzinajuma ar pastavoso risku kontroli,
apsverot:
(@) kliadu pielausanas iesp&jamibu;
(b) cik liela méra $adas kludas batu
nosakamas;
(c) sadu kladu ietekme uz pétamo
personu aizsardzibu un pétijjuma
datu ticamibu.

5.0.4. Riska kontrole

Sponsoram jaizlemj, kuri riski ir jamazina
un/vai, kuri riski ir pienemami. Pieejai
riska mazinaSanai lidz piepemamam
Iimenim  jabiit proporcionalai  riska
butiskumam. Riska mazinaSanas pasakumi
var tikt iestradati protokola dizaina un
istenoSana, monitorésanas planos,
vienoSanas par lomu un atbildibas
sadalfjumu starp pusém, sistematiskos
droSuma pasakumos, lai nodroSinatu
atbilstibu standartprocediiram, un
apmacibas par procesiem un procediram.

Lai atklatu sistematiskas problémas, kas
var ietekmét p&tamo personu drosibu vai
pétijuma rezultatu ticamibu, nepiecieSams
ieviest iepriek§ defin€tas pienemamas
kvalitates pielaides robezas, nemot véra
mainigo  lielumu  medicinisko  un
statistisko ~ butibu, ka arT pétjuma
statistisko dizainu. Novirzu no ieprieks
definétajam  piepemamajam  kvalitates
pielaides robezam gadijuma wuzsakama
veértésana, lai noteiktu, vai nepiecieSamas
kadas darbibas.

5.0.5. Riska komunikacija
kvalitates

Sponsoram  jadokumentg

critical trial processes and data. Risks
should be considered at both the system
level (e.g., standard  operating
procedures, computerized  systems,
personnel) and clinical trial level (e.g.,
trial design, data collection, informed
consent process).

5.0.3 Risk Evaluation

The sponsor should evaluate the
identified risks, against existing risk
controls by considering:

(a) The likelihood of errors occurring.
(b) The extent to which such errors
would be detectable.

(c) The impact of such errors on human
subject protection and reliability of trial
results.

5.0.4 Risk Control

The sponsor should decide which risks
to reduce and/or which risks to accept.
The approach used to reduce risk to an
acceptable level should be proportionate
to the significance of the risk. Risk
reduction activities may be incorporated
in protocol design and implementation,
monitoring plans, agreements between
parties defining roles and
responsibilities, systematic safeguards to
ensure adherence to standard operating
procedures, and training in processes
and procedures.

Predefined quality tolerance limits
should be established, taking into
consideration the medical and statistical
characteristics of the variables as well as
the statistical design of the trial, to
identify systematic issues that can
impact subject safety or reliability of
trial results. Detection of deviations
from the predefined quality tolerance
limits should trigger an evaluation to
determine if action is needed.

5.0.5 Risk Communication

The sponsor should document quality
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vadibas darbibas. Lai atvieglotu risku
vertéSanu un pastavigus uzlabojumus
kliniska pétijjuma  veikSanas  laika,
sponsoram  janodroSina  sazina  par
kvalitates vadibas darbibam ar personam,
kas ir iesaistitas $adas darbibas vai kuras
varétu skart $adas darbibas.

5.0.6. Riska vértesana

Sponsoram  periodiski  javeic  riska
kontroles  pasakumu  vertéSana, lai
noteiktu, vai piemérotas kvalitates vadibas
darbibas joprojam ir efektivas un biitiskas,
nemot vera jaunas zinasanas un pieredzi.

5.0.7. Riska zinoSana

Sponsoram kliniska
jaapraksta pétijjuma

pétijuma zinojuma
istenota kvalitates

vadibas pieeja un jaapkopo bitiskas
novirzes no  iepriek§  definétajam
pienemamajam  kvalitates pielaides

robezam un veiktas korig€josas darbibas
(SHK E3, sadala 9.6. Datu kvalitates
nodroS§inasana).

5.1. Kvalitates nodroSinaSana un
kontrole

5.1.1. Sponsors ir atbildigs par kvalitates
nodro$inasanas un kvalitates kontroles
sisttmas ievieSanu un darbibu, kas
noteikta darba standartprocediru
aprakstos, lai nodroSinatu, ka petijums tiek
veikts un ta dati tiek iegiiti, dokumenteti

(pierakstiti) un zinoti atbilstosi
protokolam, Labas kliniskas prakses
normam un attiecigdm normativam
prasibam.

5.1.2. Sponsors ir atbildigs par to, lai butu
panakta vienoSanas starp visam pétijjuma
lesaistitam pusém, kas tadg€jadi garantétu
tieSu pieeju (sk. 1.21.) visam ar pétijumu
saistitajam vietam, primariem datiem /
primariem dokumentiem un zinojumiem,
lai sponsors varétu veikt monitoréSanu un
auditu, bet attiecigas vietgjas un arvalstu
parvaldes institticijas — inspekciju.

management activities. The sponsor
should communicate quality
management activities to those who are
involved in or affected by such
activities, to facilitate risk review and
continual improvement during clinical
trial execution.

5.0.6 Risk Review

The sponsor should periodically review
risk control measures to ascertain
whether the implemented quality
management activities remain effective
and relevant, taking into account
emerging knowledge and experience.

5.0.7 Risk Reporting

The sponsor should describe the quality
management approach implemented in
the trial and summarize important
deviations from the predefined quality
tolerance limits and remedial actions
taken in the clinical study report (ICH
E3, Section 9.6 Data Quality
Assurance).

5.1 Quality Assurance and Quality
Control

5.1.1 The sponsor is responsible for
implementing and maintaining quality
assurance and quality control systems
with written SOPs to ensure that trials
are conducted and data are generated,
documented (recorded), and reported in
compliance with the protocol, GCP, and
the applicable regulatory requirement(s).

5.1.2 The sponsor is responsible for
securing agreement from all involved
parties to ensure direct access (see 1.21.)
to all trial related sites, source data /
documents, and reports for the purpose
of monitoring and auditing by the
sponsor, and inspection by domestic and
foreign regulatory authorities.
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5.1.3. Lai garant€tu, ka visi dati ir ticami
un korekti apstradati, kvalitates kontrolei
jabiit katra datu apstrades posma.

5.1.4. Starp sponsoru un pétnieku /
institiiciju un citam pétjjuma iesaistitam
pusém noslégtas vienoSanas janoformé
rakstveida vai nu ka protokola dalu, vai ka
atsevisku vienosanos.

5.2. Peétniecibas ligumorganizacija (PL)

5.2.1. Sponsors ir tiesigs pilniba vai dal&ji
uztic€t savus pienakumus un funkcijas
pétniecibas ligumorganizacijai (PL), bet
par kliniska petjjuma datu kvalitati un
ticamibu vienmer ir atbildigs sponsors. PL
jaievie§ kvalitates nodroSinaSanas un
kontroles sisteéma.

5.2.2. Visi pienakumi un funkcijas, kas
saistiti ar klinisko petijumu un uzticéti PL
un par ko PL wuzpémusies atbildibu,
japrecize rakstveida.

PAPILDINAJUMS

Sponsoram janodroSina uzraudziba par
visam ar petijumu saistitajam darbibam un
funkcijam, kas tiek veiktas sponsora
varda, tostarp ar pétjumu saistitiem
pienakumiem un funkcijam, kuras veic
citas puses saskana ar apaks$ligumu, kas
noslégts ar sponsora noligto(-ajam) PL.

5.2.3. Par visiem ar klinisko p&tijumu
saistitajiem pienakumiem un funkcijam,
kuru uzticéSana nav precizéta vai PL nav
uzpémusies atbildibu par to veikSanu,
atbildigs ir sponsors.

5.2.4. Visas atsauksmes, kas Sais
noradijumos attiecas uz sponsoru, tada
mera attiecas uz PL, kada ta ir uznémusies
atbildibu par kliniska pétijuma sponsora
pienakumiem un funkcijam.

5.1.3 Quality control should be applied
to each stage of data handling to ensure
that all data are reliable and have been
processed correctly.

5.1.4 Agreements, made by the sponsor
with the investigator / institution and
any other parties involved with the
clinical trial, should be in writing, as
part of the protocol or in a separate
agreement.

5.2 Contract Research Organization
(CRO)

5.2.1 A sponsor may transfer any or all
of the sponsor’s trial-related duties and
functions to a CRO, but the ultimate
responsibility for the quality and
integrity of the trial data always resides
with the sponsor. The CRO should
implement quality assurance and quality
control.

5.2.2 Any trial-related duty and function
that is transferred to and assumed by a
CRO should be specified in writing.

ADDENDUM

The sponsor should ensure oversight of
any trial-related duties and functions
carried out on its behalf, including trial-
related duties and functions that are
subcontracted to another party by the
sponsor’s contracted CRO(s).

5.2.3 Any trial-related duties and
functions not specifically transferred to
and assumed by a CRO are retained by
the sponsor.

5.2.4 All references to a sponsor in this
guideline also apply to a CRO to the
extent that a CRO has assumed the trial
related duties and functions of a
sponsor.
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5.3. Mediciniska ekspertize

Sponsoram janosaka attiecigi kvalificéts
mediciniskais personals, kas ir viegli
pieejams, lai prasitu padomu par pétijuma
mediciniskiem jautajumiem vai
problémam. Ja nepiecieSams, Sim nolikam
var pieaicinat konsultantus.

5.4. Petijuma dizains

5.4.1. Visu kliniska pétijuma stadiju laika,
sakot no protokola un datu registracijas
formas koncepcijas un pétijjuma analizes
planosanas Iidz statistiskai vertéSanai un
kliniska pétjjuma starpzigojumu un
nobeiguma  zinojumu  sagatavoSanai,
sponsoram jaizmanto kvalific€ti specialisti
(piem., biostatistikas specialisti, klmiskie
farmakologi, arsti).

5.4.2. Citi ieteikumi: kliniska pétijuma
protokols un ta grozijumi (sk. 6. nodalu),
SHK noradijjumi par kliiska pe@tijuma
zinojumu saturu un struktiru, ka art citi
attiecigie SHK noradijumi par kliniska
pétijuma dizainu, protokolu un veiks$anu.

5.5. Pétijuma vadiSana, datu apstrade,
dokumentu glabasana

5.5.1. Lai parraudzitu pétijjuma norisi
kopuma, rikotos ar datiem un veiktu datu
parbaudi un statistisko analizi, un ar1
sagatavotu pétijuma zinojumus,
sponsoram pétijuma jaiesaista attiecigi
kvalificeti specialisti.

5.5.2. Sponsors var izveidot Neatkarigu
datu monitoréSanas komiteju (NDMK), lai
noteiktos intervalos veértétu kliniska
petijuma progresu, ar1 datus par lietoSanas
droSumu un efektivitates galvenos meérka
parametrus, lai sponsoram varétu sniegt
ieteikumus, vai klinisko petijumu turpinat,
veikt taja grozijumus vai to partraukt.
NDMK jabiit rakstveida noformétam
darba  standartprocediiram un  visu

5.3 Medical Expertise

The  sponsor  should  designate
appropriately qualified medical
personnel who will be readily available
to advise on trial related medical
questions or problems. If necessary,
outside consultant(s) may be appointed
for this purpose.

5.4 Trial Design

54.1 The sponsor should utilize
qualified individuals (e.0.
biostatisticians, clinical

pharmacologists, and physicians) as
appropriate, throughout all stages of the
trial process, from designing the
protocol and CRFs and planning the
analyses to analyzing and preparing
interim and final clinical trial reports.

5.4.2 For further guidance: Clinical
Trial Protocol and Protocol
Amendment(s) (see 6.), the ICH
Guideline for Structure and Content of

Clinical Study Reports, and other
appropriate ICH guidance on trial
design, protocol and conduct.

5.5 Trial Management, Data
Handling, and Record Keeping

55.1 The sponsor should utilize

appropriately qualified individuals to
supervise the overall conduct of the
trial, to handle the data, to verify the
data, to conduct the statistical analyses,
and to prepare the trial reports.

5.5.2 The sponsor may consider
establishing an independent data-
monitoring committee (IDMC) to assess
the progress of a clinical trial, including
the safety data and the critical efficacy
endpoints at intervals, and to
recommend to the sponsor whether to
continue, modify, or stop a trial. The
IDMC should have written operating
procedures and maintain written records
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sanaksmju protokoliem.

5.5.3. Ja kliniska pétijuma tiek izmantota

elektroniska datu apstrade un / vai
elektronisku datu parvades sist€émas,
sponsoram:

a) jaseko un  jadokumentg, lai
elektronisko datu apstrades sist€mas
atbilst sponsora prasibam, lai tas bitu
pilnigas, precizas, ticamas un
standartizetas (t.i., validetas).
PAPILDINAJUMS

Sponsoram sava pieeja Sadu sist€ému

validacijai jabalsta uz riska novertgjumu,
kura tiek nemts véra sistémas paredzg&tais
pielietojums un sistémas potenciala
ietekme uz pétamo personu aizsardzibu un
pétijuma rezultatu ticamibu.

b) lai lietotu §is sisteémas, jabut darba
standartprocediiru aprakstiem.

PAPILDINAJUMS

Standartprocediiru aprakstiem ir jaietver
sisttmu  uzstadiSana, ievieSana  un
lietosana. Standartproceduras jaapraksta
sisttmu validacija un funkcionalitates
testéSana, datu iegiiSana un apstrade,
sisttmu uzturéSana, sisttmu droSibas
pasakumi, izmainu kontrole, datu rezerves
kopijas, datu atgiiSana, darba
nepartrauktibas nodroSinasanas plans un
ekspluatacijas partraukSana. Sponsora,
peétnieka un citu puSu pienakumiem
attieciba uz datorizeto sistému
izmantoSanu ir jabut skaidri definétiem, un
sisttmu lietotajiem janodroSina apmaciba
par to lietoSanu.

C) jagaranté, ka sistémas veidotas ta, ka
iesp&jams veikt datu parmainas tada veida,
ka §is parmainas tiek dokumentetas un
ieprieks ievaditos datus nevar izdzest (t.i.,
tiktu saglabata iespgja izsekot veiktajam
darbibam, datiem un korekcijam),

d) jarada drosibas sistéma, kas pasarga
no neakceptétas pieejas datiem,

e) janoteic personu saraksts, kuras ir

of all its meetings.

5.5.3 When using electronic trial data
handling and / or remote electronic trial
data systems, the sponsor should:

a) Ensure and document that the
electronic data processing system(s)
conforms to the sponsor’s established
requirements for completeness,
accuracy, reliability, and consistent
intended performance (i.e. validation).

ADDENDUM

The sponsor should base their approach
to validation of such systems on a risk
assessment that takes into consideration
the intended use of the system and the
potential of the system to affect human
subject protection and reliability of trial
results.

b) Maintains SOPs for using these
systems.

ADDENDUM

The SOPs should cover system setup,
installation, and use. The SOPs should
describe  system  validation and
functionality testing, data collection and
handling, system maintenance, system
security measures, change control, data
backup, recovery, contingency planning,
and decommissioning. The
responsibilities  of  the  sponsor,
investigator, and other parties with
respect to the use of these computerized
systems should be clear, and the users
should be provided with training in their
use.

c) Ensure that the systems are designed
to permit data changes in such a way
that the data changes are documented
and that there is no deletion of entered
data (i.e. maintain an audit trail, data
trail, edit trail).

d) Maintain a security system that
prevents unauthorized access to the data.
e) Maintain a list of the individuals who
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tiesigas veikt datu parmainas,

f) jaizveido attieciga datu dublésana,

g) janodro$ina mask&Sana, ja tada
izveidota (piem., datu ievadiSanas un
apstrades laika).

PAPILDINAJUMS

h) janodroSina datu, tostarp jebkuru datu,
kas apraksta kontekstu, saturu un
struktiiru, integritate. Tas ir sevisSki butiski
gadijuma, ja tiek veiktas izmainas
datorizetajas sistémas, pieméram,
programmatiiras atjauninajumi vai datu
migracija.

5.54. Ja dati to apstrades laika tiek
parveidoti, vienm&r jabiit iespgjai
salidzinat originaldatus un novérojumus ar
apstradatajiem datiem.

5.5.5. Sponsoram katrai p&tamai personai
jaizmanto atSkirigs identifikacijas kods
(sk. 1.58.), kas nodroSina visu zinoto datu

identifikaciju, kuri sniegti par katru
petamo personu.
5.5.6. Sponsoram vai citai licencétai

personai, kuras Tpasuma ir dati, jasaglaba
visi ar klinisko pétjumu saistitie
specifiskie sponsora pamatdokumenti (sk.
8. nodalu: Kliniska pétjuma veikSanai
nepiecieSamie pamatdokumenti).

5.5.7. Sponsoram jaglaba visi sponsora
specifiskie  pamatdokumenti  atbilstosi
normativam prasibam, kadas ir tajas
valstis, kuras zales registrétas un / vai
kuras sponsors paredz to registrét.

5.5.8. Ja sponsors partrauc p&tamo zalu
klnisko pétjumu (t.i., attieciba uz kadu
vai visam indikacijam, lietoSanas veidu,
zalu formu vai devam), sponsoram jaglaba
visi sponsora specifiskie pamatdokumenti
vismaz divus gadus péc oficialas kliniska
petijjuma  beigSanas  vai  atbilstoSi

are authorized to make data changes
(see 4.1.5 and 4.9.3).

f) Maintain adequate backup of the data.
g) Safeguard the blinding, if any (e.g.
maintain the blinding during data entry
and processing).

ADDENDUM

(h) Ensure the integrity of the data
including any data that describe the
context, content, and structure. This is
particularly important when making
changes to the computerized systems,
such as software upgrades or migration
of data.

55.4 If data are transformed during
processing, it should always be possible
to compare the original data and
observations with the processed data.

55.5 The sponsor should use an
unambiguous subject identification code
(see 1.58) that allows identification of
all the data reported for each subject.

5.5.6 The sponsor, or other owners of
the data, should retain all of the sponsor-
specific essential documents pertaining
to the trial (see 8. Essential Documents
for the Conduct of a Clinical Trial).

5.5.7 The sponsor should retain all
sponsor-specific essential documents in
conformance with the applicable
regulatory  requirement(s) of the
country(ies) where the product is
approved, and / or where the sponsor
intends to apply for approval(s).

5.5.8 If the sponsor discontinues the
clinical development of an
investigational product (i.e. for any or
all indications, routes of administration,
or dosage forms), the sponsor should
maintain all sponsor-specific essential
documents for at least 2 years after
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attiecigam normativam prasibam.

5.5.9. Ja sponsors partrauc pétamo zalu
klinisko pe@tijumu, sponsoram par to
jainform& visi pétnieki / institlicijas un
visas attiecigas parvaldes institiicijas.

5.5.10. Par datu ipaSuma tiesibu mainu

sponsoram jainformé attiecigas parvaldes
institlicijas atbilstosi attiecigam
normativam prasibam.

5.5.11.  Visa  sponsora  specifiska

pamatdokumentacija jaglaba vismaz divus
gadus péc pédejas =zalu registracijas
apliecibas sanemsanas SHK regiona un
lidz attiecigaja SHK regiona nav
pieprasitu vai atliktu registracijas atlauju
vai lidz laikam, kad pagajusi vismaz divi
gadi péc petamo zalu kliniska pétijuma
oficialas pabeigianas. Sie dokumenti
jaglaba ilgaku laiku, ja to noteic attiecigas
normativas prasibas vai tas nepiecieSams
sponsoram.

5.5.12. Sponsoram rakstveida jainformée
pétnieki / institlicijas par to, ka
dokumentaciju nepiecieSams saglabat, ka
arT rakstveida jainformé pétnieki /
institiicijas  par to, ka  pé€tijuma
dokumentacija vairs nav jaglaba.

5.6. Pétnieku izvéle

5.6.1. Sponsors ir atbildigs par p&tnieku /
institiiciju izveli. Visiem pétniekiem jabiit
kvalificétiem, ko var pamatot ar apmacibu
un pieredzi, un vigu riciba jabut
atbilstoSiem Ilidzekliem (sk. 4.1, 4.2.), lai
varétu pareizi veikt pétijumu, kam vini
izveéleti. Ja  daudzcentru  pétijuma
jaizmanto koordinacijas komiteja un / vai
jaizvelas koordingjosais pétnieks, sponsors
ir atbildigs par tas izveidi un / vai ta izvel..

or in
applicable

formal discontinuation
conformance with the
regulatory requirement(s).

5.5.9 If the sponsor discontinues the
clinical development of an
investigational product, the sponsor
should notify all the trial investigator /
institutions and all the regulatory
authorities.

5.5.10 Any transfer of ownership of the

data should be reported to the
appropriate authority(ies), as required
by the applicable regulatory

requirement(s).

5.5.11 The sponsor specific essential
documents should be retained until at
least 2 years after the last approval of a
marketing application in an ICH region
and until there are no pending or
contemplated marketing applications in
an ICH region or at least 2 years have
elapsed since the formal discontinuation
of clinical development of the
investigational product. These
documents should be retained for a
longer period however if required by the
applicable regulatory requirement(s) or
it needed by the sponsor.

5.5.12 The sponsor should inform the
investigator(s) / institution(s) in writing
of the need for record retention and
should notify the investigator(s) /
institution(s) in writing when the trial
related records are no longer needed.

5.6 Investigator Selection

5.6.1 The sponsor is responsible for
selecting the investigator(s) /
institution(s). Each investigator should
be qualified by training and experience
and should have adequate resources (see
4.1, 4.2) to properly conduct the trial for
which the investigator is selected. If
organization of a  coordinating
committee and / or selection of
coordinating investigator(s) are to be
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5.6.2. Pirms tiek noslégta vienoSanas ar
petnieku / institliciju par pétijjuma
veikSanu, sponsoram janodod p&tniekam /
institlicijai pétijuma protokols un pé&tnieka
brosiiras aktuala redakcija un p&tniekam /
institlicijai jadod pietiekami daudz laika,
lai izskatitu protokolu un citu iesniegto
informaciju.

5.6.3. Sponsoram jasanem pé&tnieka /
institiicijas apstiprinajums:

a) veikt pétijumu atbilstosi LKP
normam, attiecigdm normativam prasibam
(sk. 4.1.3.) un protokolam, kas saskanots
ar sponsoru un par ko sanemts IUP/NEK
apstiprinagjums / atzinigs veért§jums (sk.
45.1),

b) darboties atbilsto$i procediram,
kadas paredzgetas pétijuma datu
dokumentésanai un zinoSanali,

C) atlaut pétijuma  monitoréSanu,
auditu un inspekciju (sk. 4.1.4.),

d) saglabat visus ar klinisko p&tijjumu
saistitos pamatdokumentus, Iidz sponsors
informé pétnieku / institiciju, ka Sos
dokumentus ilgak glabat nav nepiecieSams
(sk.4.9.4.un 5.5.12.).

Lai apliecinatu So vienoSanos, sponsoram
un péetniekam / institlicijai japaraksta
protokols vai alternativs dokuments.

5.7. Atbildibas sadaliSana

Pirms pétijjuma sakSanas sponsoram
jaraksturo, janosaka un jasadala visi ar
pétijumu saistitie pienakumi un funkcijas.

5.8. Petamam personam un pétniekiem
paredzeta kompensacija

5.8.1. Ja to noteic attiecigas normativas
prasibas, sponsoram javeic apdroSinasana
val jakompensé pétnieka / institlicijas
(tiesiskie vai finansialie) izdevumi, kas ir
tiesi saistiti ar prasibam un kuri radusies

utilized in multicentre trials, their
organization and / or selection are the
sponsor’s responsibility.

5.6.2 Before entering an agreement with
an investigator / institution to conduct a
trial, the sponsor should provide the
investigator(s) / institution(s) with the
protocol and an up-to-date Investigator’s
Brochure, and should provide sufficient
time for the investigator / institution to
review the protocol and the information
provided.

5.6.3 The sponsor should obtain the
investigator’s / institution’s agreement:
a) to conduct the trial in compliance
with  GCP, with the applicable
regulatory requirement(s) (see 4.1.3)
and with the protocol agreed to by the
sponsor and given approval / favourable
opinion by the IRB / IEC (see 4.5.1);

b) to comply with procedures for data
recording / reporting;

c) to permit monitoring, auditing and
inspection (see 4.1.4) and

d) to retain the trial related essential
documents until the sponsor informs the
investigator ~ /  institution  these
documents are no longer needed (see
4.9.4 and 5.5.12).

The sponsor and the investigator /
institution should sign the protocol, or
an alternative document, to confirm this
agreement.

5.7 Allocation of Responsibilities

Prior to initiating a trial, the sponsor
should define, establish, and allocate all
trial-related duties and functions.

5.8 Compensation to Subjects and
Investigators

5.8.1 If required by the applicable
regulatory requirement(s), the sponsor
should provide insurance or should
indemnify (legal and financial coverage)
the investigator / the institution against

26.02.18

53



ZVA

petijuma sakara, iznemot gadijumus, kad
prasibas piesaka sakara ar pretlikumigu un
/ vai nolaidigu ricibu.

5.8.2. Sponsora noteikumos un procediiras
jabiit noteiktiem arst€Sanas izdevumiem
par pétamo personu veselibas bojajumiem,
ja tie raduSies pétijuma sakara, un Siem
noteikumiem un procediiram jaatbilst
attiecigam normativam prasibam.

58.3.Ja petamas personas  sapem
kompensaciju, tas kartibai un veidam
jaatbilst attiecigdm normativam prasibam.

5.9. Finansé$ana

Ar  pétjumu  saistitie finansialie
nosacijumi jadokumenté Iliguma, kas
noslégts starp sponsoru un pétnieku /
institiiciju.

5.10. Pétfjuma pieteik§ana / dokumentu
iesniegSana parvaldes instituicijas

Pirms  klinisko  pétjjumu  sakSanas
sponsoram (vai sponsoram un pé&tniekam,
ja to noteic attiecigas normativas prasibas)
jaiesniedz visa prasita dokumentacija
attiecigajas parvaldes institiicijas, lai tiktu
veikta to izskatiSana un sanemtu $o
institiciju akceptu un / vai atlauju (ja tas
noteikts attiecigds normativas prasibas)
kliniska petijuma uzsakSanai. Visiem
pieteikumiem un iesniegumiem jabiit
datétiem  un  jaietver  pietiekama
informacija, lai identificétu pétijjuma
protokolu.

5.11. Apstiprinajums par izskatiSanu
IUP / NEK

5.11.1. Sponsoram  no  pétniecka /
institiicijas jasanem Sada informacija:

a) pétnieka / institiicijas attiecigas IUP /
NEK nosaukums un adrese,

b) IUP / NEK apliecinajums, ka $is
institicijas  izveidotas un  darbojas
atbilsto§1 LKP, attiecigiem likumiem un

claims arising from the trial, except for
claims that arise from malpractice and /
or negligence.

5.8.2 The sponsor’s policies and
procedures should address the costs of
treatment of trial subjects in the event of
trial-related injuries in accordance with
the applicable regulatory requirement(s).

5.8.3 When trial subjects receive
compensation, the method and manner
of compensation should comply with
applicable regulatory requirement(s).

5.9 Financing

The financial aspects of the trial should
be documented in an agreement between
the sponsor and the investigator /
institution.

5.10 Notification / Submission to
Regulatory Authority(ies)

Before initiating the clinical trial(s), the
sponsor (or the sponsor and the
investigator, if required by the
applicable regulatory requirement(s))
should submit any required
application(s) to the appropriate
authority(ies) for review, acceptance,
and / or permission (as required by the
applicable regulatory requirement(s)) to
begin the trial(s). Any notification /
submission should be dated and contain
sufficient information to identify the
protocol.

5.11 Confirmation of Review by IRB /
IEC

5.11.1 The sponsor should obtain from
the investigator / institution:

a) The name and address of the
investigator’s / institution’s IRB / IEC.

b) A statement obtained from the IRB /
IEC that it is organized and operates
according to GCP and the applicable
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noteikumiem,

c) dokumentéts IUP /NEK apstiprindjums
/ atzinigs veértSjums un, ja to pieprasa
sponsors, aktuala protokola kopija,
rakstiskas informé&tas piekriSanas
veidlapas, visa cita rakstveida informacija,
kas paredz€ta p€tamam  personam,
dokumentacija par personu iesaistiSanas
kartibu, maksajumiem un kompensacijam
pétamam personam uUn  visa cita
informacija, ko IUP / NEK var pieprastt.

5.11.2.Ja IUP / NEK par noteikumu
apstipringjuma / atziniga vért§juma
sanemsSanai izvirza kada kliniska pétijjuma
aspekta grozijumus, piem., petljuma
protokola, rakstiskas informétas
piekriSanas veidlapas un citas rakstveida
informacijas grozijumus, sponsoram no
petnicka / institlicijas jasanem veikto
grozijumu kopija, kura noradits datums,
kad tika sniegts IUP / NEK apstiprinajums
/ atzinigs vertejums.

5.11.3. Sponsoram  no  pétnicka  /
institiicijas jasanem dokumentacija un
informacija par datumiem, kas attiecas uz

visiem IUP / NEK atkartotiem
apstiprindjumiem / atkartotiem atzinigiem
vertgjumiem, ka arT par visiem
apstiprindjuma / atziniga Ve€rt§juma

atsaukSanas vai atlikSanas gadijumiem.

5.12. Informacija par pétamam zalém

5.12.1. Planojot klinisko  pétijumu,
sponsoram  japarliecinas, ka no
prekliniskiem pétijumiem un / vai
kliniskiem pétijumiem pieejamie dati par
lietoSanas droSumu un efektivitati ir
pietickami, lai atbalstitu pé€tijumu par
lietoSanu cilvékiem, noteiktas populacijas
itesaistiSanu, zalu formu, devam un
arst€Sanas ilgumu.

5.12.2. Tiklidz klust zinama jauna butiska
informacija, sponsoram  japapildina
pétnieka brosiira (sk. 7. nodalu: Pé&tnieka
brosiira).

laws and regulations.

c) Documented IRB / IEC approval /
favourable opinion and, if requested by
the sponsor, a current copy of protocol,
written informed consent form(s) and
any other written information to be
provided to subjects, subject recruiting
procedures, and documents related to
payments and compensation available to
the subjects, and any other documents
that the IRB / IEC may have requested.

5.11.2 If the IRB / IEC conditions its
approval / favourable opinion upon
change(s) in any aspect of the trial, such
as modification(s) of the protocol,
written informed consent form and any
other written information to be provided
to subjects, and / or other procedures,
the sponsor should obtain from the
investigator / institution a copy of the
modification(s) made and the date
approval / favourable opinion was given
by the IRB / IEC.

5.11.3 The sponsor should obtain from
the investigator / institution
documentation and dates of any IRB /
IEC reapprovals / reevaluations with
favourable opinion, and of any
withdrawals or suspensions of approval
/ favourable opinion.

5.12 Information on Investigational
Product(s)

5.12.1 When planning trials, the sponsor
should ensure that sufficient safety and
efficacy data from nonclinical studies
and / or clinical trials are available to
support human exposure by the route, at
the dosages, for the duration, and in the
trial population to be studied.

5.12.2 The sponsor should update the
Investigator’s Brochure as significant
new information becomes available (see
7. Investigator’s Brochure).
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5.13. Pétamo zalu razoSana,
iepakojums, markéjums un kodeSana

5.13.1. Sponsoram janodroSina, ka
pétamas zales (attiecigi ar1 aktivas
salidzinamas zales un placebo, ja tadas
paredzétas) raksturotas atbilstoSi  to
attistibas stadijai, razotas atbilstosi Labas
razoSanas prakses (LRP) normam, kod&tas
un marketas tada veida, kas nodroSina
maskeSanu, ja tada tiek lietota. Bez tam
zalu mark@umam jaatbilst attiecigam
normativam prasibam.

5.13.2. Sponsoram janosaka p&tamo zalu
pielaujama  glabasanas  temperatiira,
glabasanas nosacijumi (piem., aizsardziba
no gaismas), glabasanas laiks, pieméroti
Skidinataji un atSkaidiSanas veids, zalu
inflizijas ierices, ja tadas paredz&tas.
Sponsoram  par Siem  noteikumiem
jainform@ visas petljuma iesaistitas puses
(monitori, pétnieki, farmaceiti, personas,
kas atbildigas par uzglabasanu).

5.13.3. Pétamas zales jaiesaino ta, lai
noverstu iespgjamu piesarnoSanos un
nevélamu bojajumu transport€Sanas un
uzglabasanas laika.

5.13.4. Masketu  klinisko  pétijumu
gadijuma pétamo zalu kodeSanas sist€éma
jaieklauj mehanisms, kas nodroSina atru
zalu identifikaciju neparedzetos
mediciniskos gadijumos, bet nepielauj
nepamanitu zalu atkodéSanu.

5.13.5. Ja Kliniskas attistibas laika p&tamo
vai salidzinamo zalu sastava tiek veiktas
butiskas parmainas, lai varétu noteikt, vai
§is parmainas bitiski ietekmé&s zalu
farmakokingtiskas 1pasibas, tad, pirms tiek
sakta zalu jauna sastava izmantoSana
kliniskaja pétijjuma, jabit zinamiem visu

5.13 Manufacturing, Packaging,
Labelling, and Coding Investigational
Product(s)

5.13.1 The sponsor should ensure that
the investigational product(s) (including
active comparator(s) and placebo, if
applicable) is  characterized as
appropriate to the stage of development
of the product(s), is manufactured in
accordance with any applicable GMP,
and is coded and labelled in a manner
that protects the blinding, if applicable.
In addition, the labelling should comply
with applicable regulatory
requirement(s).

5.13.2 The sponsor should determine,
for the investigational product(s),
acceptable storage temperatures, storage
conditions (e.g. protection from light),
storage times, reconstitution fluids and
procedures, and devices for product
infusion, if any. The sponsor should

inform all involved parties (e.g.
monitors, investigators, pharmacists,
storage managers) of these

determinations.

5.13.3 The investigational product(s)

should be packaged to prevent
contamination and unacceptable
deterioration during transport and

storage.

5.13.4 In blinded trials, the coding
system for the investigational product(s)
should include a mechanism that
permits rapid identification of the
product(s) in case of a medical
emergency, but does not permit
undetectable breaks of the blinding.

5.13.5 If significant formulation changes
are made in the investigational or
comparator product(s) during the course
of clinical development, the results of
any additional studies of the formulated
product(s) (e.g. stability, dissolution
rate, bioavailability) needed to assess
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papildpetijumu  rezultatiem par zalu
sastavu (piem., stabilitati, skidibas pakapi,
biopieejamibu).

5.14. Pétamo zalu piegade un darbibas
ar tam

5.14.1. Sponsors ir atbildigs par p&tamo
zalu piegadi petniekam / institiicijai.

5.142. Sponsoram  pétamas  zales
petnickam / institiicijai japiegada tikai tad,
kad sponsors sanémis visu pieprasito
dokumentaciju (piem., IUP / NEK un
parvaldes  institliciju  apstiprinagjumu
/atzinigu vertejumuy).

5.14.3. Sponsoram janodroSina, lai
darbibu procediru aprakstos tiktu ieklauti
noradijumi, kas pe@tniekam / institlicijai
japilda, veicot darbibas ar petamam zalém,
to glabasanu kliniska pétijjuma ietvaros un
dokumentgjot §1s  procediras.  Sais
procediiras  jaizklasta  pétamo  zalu
atbilstosa un drosa sanemsana, darbibas ar
tam, glabasana, izsniegSanas Kkartiba,
neizlietoto zalu atgiSana no p&tamam
personam, ka arT neizmantoto pétamo zalu
atdoSana sponsoram (vai alternativs veids,
ka atbrivoties no p&amam zalém, ja to
apstiprinajis sponsors un tas atbilst
attiecigdm normativam prasibam).

5.14.4. Sponsoram
a) janodroSina savlaiciga pétamo zalu
piegade petniekam,

b) jasaglaba dokumenti par p&tamo zalu
parvadasanu, sanemsSanu, izsniegSanu,
atdoSanu un iznicinasanu (sk. 8. nodalu:
Klimiska pétijuma veikSanai nepiecieSamie
pamatdokumenti),

C) jaievero pétamo zalu atgiiSanas un $o
darbibu dokumentacijas kartiba (piem.,
nekvalitativu  zalu  atsaukSana, zalu
atpakalpieprasiSana péc pétijuma

whether ~ these  changes  would
significantly alter the pharmacokinetic
profile of the product should be
available prior to the use of the new
formulation in clinical trials.

5.14 Supplying and Handling
Investigational Product(s)

5.14.1 The sponsor is responsible for
supplying  the investigator(s) /
institution(s) with the investigational
product(s).

5.14.2 The sponsor should not supply an
investigator / institution with the
investigational  product(s) until the
sponsor obtains all required
documentation  (e.g.  approval /
favourable opinion from IRB / IEC and
regulatory authority(ies)).

5.14.3 The sponsor should ensure that
written procedures include instructions
that the investigator / institution should
follow for the handling and storage of
investigational product(s) for the trial
and documentation  thereof. The
procedures should address adequate and
safe  receipt, handling, storage,
dispensing, retrieval of unused product
from subjects, and return of unused
investigational product(s) to the sponsor
(or alternative disposition if authorized
by the sponsor and in compliance with

the applicable regulatory
requirement(s)).

5.14.4 The sponsor should:

a) Ensure timely delivery of
investigational ~ product(s) to the

investigator(s).

b) Maintain records that document
shipment, receipt, disposition, return,
and destruction of the investigational
product(s) (see 8. Essential Documents
for the Conduct of a Clinical Trial).

¢) Maintain a system for retrieving
investigational products and
documenting this retrieval (e.g. for
deficient product recall, reclaim after
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pabeigSanas, zalu ar nederigu lietoSanas
terminu atsaukSana),

d) jaievéro neizmantoto pétamo zalu
iznicinaSanas un S$o procesu apliecinosas
dokumentacijas kartiba.

5.14.5. Sponsoram

a) javeic nepiecieSamie pasakumi, lai
nodroSinatu pétamo zalu stabilitati to
lietoSanas perioda,

b) jasaglaba pictickams skaits pétijuma
izmantoto zalu vienibu, lai vajadzibas
gadijuma no jauna apliecinatu
specifikaciju, un jasaglaba dati par sérijas
paraugu analiz€m un raksturojumu.
Paraugus atbilstosi to stabilitatei glaba lidz
bridim, kamer tiek pabeigta p&tijuma datu
analize vai ka noteikts attiecigas
normativas prasibas (saistoss ir noteikums,
kas nosaka ilgaku glabaSanas terminu).

5.15. Datu pieejamiba

5.15.1. Sponsoram jagarant€, lai protokola
vai cita rakstveida vienoSanas dokumenta
biitu noteikts, ka pétnieks / institiicija
nodroSina tieSu pieeju ar petjjumu
saistitiem primariem datiem / primariem
dokumentiem monitoréSanas, audita, IUP /
NEK  veiktas  kontroles, attiecigas
parvaldes institicijas veiktas inspekcijas
laika.

5.15.2. Sponsoram japarliecinas, ka katra
pétama persona rakstveida apliecinajusi,
ka piekrit tieSai pieejai tas originaliem
mediciniskiem pierakstiem,
monitorésanas, audita, IUP / NEK veiktas
kontroles, attiecigas parvaldes institlicijas
veiktas inspekcijas laika.

5.16. Informacija par lietoSanas
droSumu

5.16.1. Sponsors ir atbildigs par p&tamo
zalu lietoSanas  droSuma  pastavigu
vertgjumu.

trial  completion,
reclaim).

d) Maintain a system for the disposition
of unused investigational product(s) and
for the documentation of this
disposition.

expired  product

5.14.5 The sponsor should:

a) Take steps to ensure that the
investigational product(s) are stable over
the period of use.

b) Maintain sufficient quantities of the
investigational product(s) used in the
trials to reconfirm specifications, should
this become necessary, and maintain
records of batch sample analyses and
characteristics. To the extent stability
permits, samples should be retained
either until the analyses of the trial data
are complete or as required by the
applicable regulatory requirement(s),
whichever  represents the longer
retention period.

5.15 Record Access

5.15.1 The sponsor should ensure that it
is specified in the protocol or other
written agreement that the
investigator(s) / institution(s) provide
direct access to source data / documents
for trial-related monitoring, audits, IRB
/ IEC review, and regulatory inspection.

5.15.2 The sponsor should verify that
each subject has consented, in writing,
to direct access to his / her original
medical records for trial-related
monitoring, audit, IRB / IEC review,
and regulatory inspection.

5.16 Safety Information

5.16.1 The sponsor is responsible for the
ongoing safety evaluation of the
investigational product(s).
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5.16.2. Sponsoram nekavégjoties jainforme
visi iesaistitie petnieki / institlicijas un
attiecigas parvaldes institiicijas  par
novérojumiem, kas varétu negativi
ietekmét pétamo  personu  droSibu,
petijuma norisi vai var€tu mainit
IUP/NEK  apstiprindjumu / atzinigu
vertejumu par pétijuma turpinasanu.

5.17. Zinojumi par zalu izraisitam
nevélamam blakném

5.17.1. Sponsoram nekavégjoties jazino par
visam zalu izraisitam blakném, kas
vienlaikus ir nopietnas un neparedzétas,
visiem kliniskaja pé€tijuma iesaistitiem
pétniekiem / institicijam, IUP / NEK, ja
pieprasits, un parvaldes institiicijam.

5.17.2. Sadi steidzami zinojumi javeic
atbilstosi attiecigdm normativam prasibam
un SHK noradijjumiem par kliniskas
drosibas datu  vadiSanu:  Steidzama
zinojuma definicijas un standarti.

5.17.3. Sponsoram  jaiesniedz  visa
informacija par lietoSanas droSibas datu
parmainam un periodiskie  zinojumi
parvaldes institlicijam, ja tas noteikts
attiecigas normativas prasibas.

5.18. Monitorésana
5.18.1. Mérkis

Kliniska pétijuma monitoréSanas mérki ir

parbaudit, vai

a) tiek aizsargatas pétamas
tiesibas un labklajiba,

b) zinotie dati ir precizi, pilnigi un

parbaudami primaros dokumentos,

personas

C) kliniskais  pétijjums tiek  veikts
atbilstosi  aktualam  apstiprinatam
protokolam / ta grozijjumiem, LKP
normam un attiecigam normativam

prasibam.

5.18.2. Monitoru izvéle un kvalifikacija:

5.16.2 The sponsor should promptly
notify all concerned investigator(s) /
institution(s) and the regulatory
authority(ies) of findings that could
affect adversely the safety of subjects,
impact the conduct of the trial, or alter
the (IRB / IEC’s approval / favourable
opinion to continue the trial.

5.17 Adverse Drug Reaction
Reporting

5.17.1 The sponsor should expedite the
reporting to all concerned investigator(s)
/ institution(s), to the IRB(s) / IEC(s),
where required, and to the regulatory
authority(ies) of all adverse drug
reactions (ADRs) that are both serious
and unexpected.

5.17.2 Such expedited reports should
comply with the applicable regulatory
requirement(s) and with the ICH
Guideline for Clinical Safety Data
Management: Definitions and Standards
for Expedited Reporting.

5.17.3 The sponsor should submit to the
regulatory authority(ies) all safety
updates and periodic reports, as required
by applicable regulatory requirement(s).

5.18 Monitoring
5.18.1 Purpose

The purposes of trial monitoring are to
verify that:

a) The rights and well-being of human
subjects are protected.

The reported trial data are accurate,
complete, and verifiable from source
documents.

The conduct of the trial is in
compliance with the currently
approved protocol / amendment(s),
with GCP, and with the applicable
regulatory requirement(s).

b)

c)

5.18.2 Selection and Qualifications of
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a) monitori jaizvelas sponsoram,

b) monitoriem jabut attiecigi apmacitiem,
un, lai var€tu atbilstoSi parraudzit

klinisko  pétijumu, vigiem jabit
zinatniskam un / vai kliniskam
zinasanam. Monitora kvalifikacijai

jabut dokumentgtai;

monitoriem pilniba japarzina p&tamas
zales, pétijjuma protokols, informé&tas
piekriSanas veidlapa un visa cita
petamai personai paredzeta rakstveida
dokumentacija, sponsora  darba
standartprocedoras, LKP normas un
attiecigas normativas prasibas.

5.18.3. Monitor&Sanas apjoms un veids

Sponsoram janodroSina, lai pétijums tiktu
attiecigi monitoréts. Sponsoram janoteic
nepiecieSamais parraudzibas apjoms un
veids. MonitoréSanas apjoms un veids tiek
noteikts, balstoties uz tadiem
apsveérumiem ka pétijuma meérkis, noliks,
dizains, komplicétiba, maskésana, apjoms
un pétijuma merka parametri. Parasti
monitoréSanu nepiecieSams veikt petijuma
vieta pirms un pé€c pétljuma un arl ta
norises  laika; izp@émuma  gadijuma
sponsors  var  noteikt  centraliz€tu
monitoréSanu, kas notiek vienlaikus ar
tadam procediiram ka, piem., pé&tnieku
apmacibu un sanaksmém, ja rakstveida

detalizéti noradijumi pamato darbibu
atbilsttibu LKP. Statistiski kontroléta
gadijumu izvele uzskatama par

piepemamu, lai izvéletos parbaudamos
datus.

PAPILDINAJUMS

Sponsoram jaizveido sistematiska, uz
prioritattm un risku Dbalstita pieeja
klinisko pétijumu monitorésana. Saja
sadala min&tas monitorésanas apjoma un
butibas pielagojamiba paredzeta, lai

Monitors

a) Monitors should be appointed by the
sponsor.

Monitors should be appropriately
trained, and should have the
scientific and / or clinical knowledge
needed to monitor the trial
adequately. A monitor’s
qualifications should be
documented.

Monitors should be thoroughly
familiar with the investigational
product(s), the protocol, written
informed consent form and any other
written information to be provided to
subjects, the sponsor’s SOPs, GCP,
and the applicable regulatory
requirement(s).

b)

5.18.3 Extent and Nature of Monitoring

The sponsor should ensure that the trials
are adequately monitored. The sponsor
should determine the appropriate extent
and nature of monitoring. The
determination of the extent and nature of
monitoring should be based on
considerations such as the objective,
purpose, design, complexity, blinding,
size, and endpoints of the trial. In
general there is a need for on-site
monitoring, before, during, and after the
trial; however in exceptional
circumstances  the  sponsor  may
determine that central monitoring in
conjunction with procedures such as
investigators’ training and meetings, and
extensive written guidance can assure
appropriate conduct of the trial in
accordance with GCP. Statistically
controlled sampling may be an
acceptable method for selecting the data
to be verified.

ADDENDUM
The sponsor should develop a
systematic,  prioritized,  risk-based

approach to monitoring clinical trials.
The flexibility in the extent and nature
of monitoring described in this section is
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pielautu dazadas pieejas monitoréSanas
efektivitates un produktivitates
uzlaboSana. Sponsors var izvéleties veikt
monitoréSanu klatien€ pétijuma centra,
klatienes un centraliz€tas monitoréSanas
kombinaciju vai piemérotos gadijumos —

centraliz€tu monitoréSanu. Sponsoram
jasniedz izveletas monitorésanas
stratégijas pamatojums (piem.,

monitoré$anas plana).

MonitoréSana klatieng tiek veikta p&tijuma
centros, kuros tiek veikts kliniskais
petijums. Centraliz€ta monitoréSana ir
iegiito datu attalinata novértéSana, kas tiek

veikta savlaicigi un kuru nodroSina
atbilstosi  kvalificétas un  apmacitas
personas  (piem., datu  parvalditaji,
biostatistiki).

Centraliz€ti monitoréSanas procesi sniedz
papildu monitoréSanas iesp&jas, kas var
papildinat monitoréSanu klatieng petijumu
centros un samazinat tas apjomu un/vai
biezumu, ka ar1 palidz&t atskirt ticamus
datus no potenciali neticamiem datiem.

Centraliz€tds  monitoréSanas  ietvaros
legiito datu vertéSana, kas var ietvert to
statistisko analizi, var tikt izmantota, lai:
a) identificétu trukstoSus datus,
pretrunigus  datus, datu anomalijas,
neparedz€tu datu mainibas trilkumu un
novirzes no protokola;

b) pétitu datu tendences, pieméram, datu
intervalus, konsekventumu un datu
mainibu pétijumu centru ietvaros un starp
tiem;

c) vertétu sistematiskas vai butiskas
kludas datu iegtiSana un zinoSana pétijuma
centra vai Starp tiem, vai iesp&jamu
manipulaciju ar datiem vai datu
integritates problémas;

d) analizétu pétijuma centru raksturojosus
datus un darbibas raksturlielumus;
e) izveletos petijjuma centrus
procesus mérketai  pétijjuma
monitoréSanai klatieng.

un/vai
centra

5.18.4. Monitora atbildiba

intended to permit varied approaches
that improve the effectiveness and
efficiency of monitoring. The sponsor
may choose on-site monitoring, a
combination of on-site and centralized
monitoring, or, where justified,
centralized monitoring. The sponsor
should document the rationale for the
chosen monitoring strategy (e.g., in the
monitoring plan).

On-site monitoring is performed at the
sites at which the clinical trial is being
conducted. Centralized monitoring is a
remote evaluation of accumulating data,
performed in a timely manner,
supported by appropriately qualified and
trained persons (e.g., data managers,
biostatisticians).

Centralized  monitoring  processes
provide additional monitoring
capabilities that can complement and
reduce the extent and/or frequency of
on-site monitoring and help distinguish
between reliable data and potentially
unreliable data.

Review, that may include statistical
analyses, of accumulating data from
centralized monitoring can be used to:
(@) identify missing data, inconsistent
data, data outliers, unexpected lack of
variability and protocol deviations.

(b) examine data trends such as the
range, consistency, and variability of
data within and across sites.

(c) evaluate for systematic or significant
errors in data collection and reporting at
a site or across sites; or potential data
manipulation or data integrity problems.

(d) analyze site characteristics and
performance metrics.

(e) select sites and/or processes for
targeted on-site monitoring.

5.18.4 Monitor’s Responsibilities

26.02.18

61




ZVA

AtbilstoSi sponsora prasibam monitoram
janodroSina, lai kliniskais pétfjums tiek
veikts un dokument€ts pareizi, veicot
sadus uzdevumus, kas attiecas uz klinisko
pétijumu un pétijuma centru:

a)

b)

monitors  darbojas par galveno
starpnieku starp sponsoru un pétnieku;

monitoram japarliecinas, vai
pétniekam ir atbilstosa kvalifikacija un
vina riciba kliniska pétijjuma laika ir
atbilstosi resursi (sk. 4.1., 4.2., 5.6.);
ka iekartojums, ari laboratorijas,
aparatiira, personals, ir piemé&rots, lai
klinisko pétijumu veiktu dro$i un
pareizi un lai $adi nosacijumi biitu visu
pétijuma laiku;

japarliecinas attieciba uz pétamam
zalém:

i)to glabasanas laiks un apstakli ir
pielaujami, un p&tamas zales ir
pietickama daudzuma visu pétijuma
laiku,

i) pétamas tiek
piegadatas vienigi peétamam
personam, kam tas paredzets, un
atbilstosi pétijuma protokola
noteiktai devai,
iii) pétama

zales

persona  sapem
nepiecieSamo  informaciju  par
pareizu pétama zalu lietoSanu,
rikoSanos ar tam, glabasanu un
atdoSanu,

iv) pétamo zalu sanemsana,
lietoSana un atdoSana pétijuma vieta
tiek  atbilstosi  kontroléta  un
dokumentgta,

V) darbibas ar neizmantotam
petamam zalém pétijuma vieta
notiek atbilstosi attiecigam
normativam prasibam un sponsora
prasibam;

d) japarliecinas, vai pétnieks rikojas
atbilsto$i  apstiprinatam  pétjjuma
protokolam un visiem ta

The monitor(s) in accordance with the
sponsor’s requirements should ensure
that the trial is conducted and
documented properly by carrying out
the following activities when relevant
and necessary to the trial and the trial
site:

of
the

a) Acting as the main line
communication between
sponsor and the investigator.
Verifying that the investigator has
adequate qualifications and
resources (see 4.1, 4.2, 5.6) and
remain adequate throughout the
trial period, that facilities, including
laboratories, equipment, and staff,
are adequate to safely and properly
conduct the trial and remain
adequate  throughout the trial
period.

Verifying, for the investigational
product(s):

b)

i) That storage times and
conditions are acceptable, and that
supplies are sufficient throughout
the trial.

i) That the investigational
product(s) are supplied only to
subjects who are eligible to receive
it and at the protocol specified
dose(s).

iii)That subjects are provided with
necessary instruction on properly
using, handling, storing, and
returning the investigational
product(s).

iv) That the receipt, use, and return
of the investigational product(s) at
the trial sites are controlled and
documented adequately.

v) That the disposition of unused
investigational product(s) at the
trial sites complies with applicable
regulatory requirement(s) and is in
accordance with the sponsor.
Verifying that the investigator
follows the approved protocol and
all approved amendment(s), if any.

d)
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f)

9)

h)

)
K)

apstiprinatiem grozijumiem, ja tadi
pastav;

japarliecinas, vai informéta piekriSana
tika sanemta no katras p&tamas
personas pirms tas iesaistiSanas
petijuma;

janodroSina, ka pé€tnieks sanem
aktualo pétnieka brosStru, visus
dokumentus un visus materialus, kas
nepiecieSami pétfjuma veikSanai, lai
klinisko pétijumu varétu veikt pareizi
un atbilstoSi attiecigdm normativam
prasibam;

janodrosina, lai p&tnieks un pétjuma
iesaistitais personals biitu pietickami
inform@ts par p&tijumu;

japarliecinas, vai pétnieks un pétijuma
iesaistitais personals izpilda petijuma
noteiktas  funkcijas, kas atbilst
pétijuma protokolam un visiem citiem
rakstveida noslégtiem ligumiem starp
sponsoru un pé&tnieku / institliciju, un
ka $is funkcijas netiek uztic@tas
nepilnvarotam personam;

japarliecinas, ka pé&tnieks pétijuma
iesaista tikai piem&rotas personas;
jazino par petamo personu
rekrutéSanas norisi;

japarliecinas, vai primarie dokumenti
un cita ar pétijumu  saistita
dokumentacija ir pareiza, pilniga, tiek
pastavigi aktualizeta un glabata;
japarliecinas, ka pé€tnieks iesniedz
visus prasitos parskatus, zinojumus,
pieteikumus un iesniegumus un ka Sie
dokumenti ir pareizi, pilnigi, laikus
sagatavoti, skaidri salasami, datéti un
identific€ klinisko pétijumu;

jasalidzina,  vai  ieraksti  datu
registracijas forma ir pareizi un pilnigi
un atbilst primariem dokumentiem un
citiem ar  pétjumu  saistitiem
dokumentiem. =~ Monitoram  1pasa
uzmaniba japievers:

I.) vai protokola noteiktie dati tiek

pareizi dokumenteti datu

registracijas forma un tie atbilst

primariem dokumentiem,

Ii.) vai jebkuras devas un / vai

f)

9)

h)

)
K)

Verifying that written informed
consent was obtained before each
subject’s participation in the trial.

Ensuring that the investigator
receives the current Investigator’s
Brochure, all documents, and all
trial supplies needed to conduct the
trial properly and to comply with
the applicable regulatory
requirement(s).

Ensuring that the investigator and
the investigator’s trial staff are
adequately informed about the trial.
Verifying that the investigator and
the investigator’s trial staff are
performing the specified trial
functions, in accordance with the
protocol and any other written
agreement between the sponsor and
the investigator / institution, and
have not delegated these functions
to unauthorized individuals.
Verifying that the investigator is
enroling only eligible subjects.
Reporting the subject recruitment
rate.

Verifying that source documents
and other trial records are accurate,

complete, kept up-to-date and
maintained.

Verifying that the investigator
provides all the required reports,
notifications,  applications, and
submissions, and that these

documents are accurate, complete,
timely, legible, dated, and identify
the trial.

Checking the accuracy and
completeness of the CRF entries,
source documents and other trial-
related records against each other.
The monitor specifically should
verify that:

i.)The data required by the
protocol are reported accurately on
the CRFs and are consistent with
the source documents.

ii.)Any dose and / or therapy
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n)

p)

Q)

arstéSanas parmainas katrai pétamai
personai ir labi dokumentétas,

iii.) vai datu registracijas forma
atbilstosi protokolam ieklauti visi
zinojumi par nevelamiem
notikumiem, vienlaikus lietotiem
medikamentiem un interkurentam
slimibam,

iv.) vai datu registracijas forma ir
skaidri dokumentétas vizites, kuras
pctama persona neierodas, testi un
izmeklgjumi, kas netiek veikti,

v.) vai datu registracijas forma tiek
zinoti un paskaidroti visi gadijumi,
kad pétijuma iesaistitas p&tamas
personas priekslaicigi atsauc savu
piekriSanu un izstajas no petijjuma;

monitoram jainform& pé&tnieks par
visam  datu  registracijas  forma
konstatétam kludam, izlaistu

informaciju vai nesalasamu ierakstu.
Monitoram japarliecinas, vai tiek
veikti attiecigi labojumi, papildinajumi
val svitrojumi, vai tie ir datéti,
paskaidroti (ja nepiecieSams) un tos ar
saviem inicialiem parakstijis pe€tnieks
vai pétnicku grupas dalibnieks, kas
petnieka varda pilnvarots  veikt
parmainas datu registracijas forma.
Sada veida pilnvarojumam jabit
dokumentétam,;

jakonstate, vai visi nevélami notikumi
ir atbilstosi zinoti noteikta perioda, ka
to prasa LKP noteikumi, pétijuma
protokols, TUP / NEK, sponsors un
attiecigas normativas prasibas;

japarliecinas, vai pétnieks saglaba
pamatdokumentus (sk. 8. nodalu:
Klmiska pétijuma veikSanai

nepiecieSamie pamatdokumenti);

ar pétnieku japarruna novirzes NO
protokola, darba standartprocediiram,
LKP normam un  attiecigam
normativam prasibam, un javeic
attiecigi pasakumi, lai noveérstu
konstatéto novirzu atkartoSanos.

5.18.5. MonitoréSanas procediiras

modifications are well documented
for each of the trial subjects.
iii.)Adverse events, concomitant
medications  and intercurrent
illnesses are reported in accordance
with the protocol on the CRFs.

iv.)Visits that the subjects fail to
make, tests that are not conducted,
and examinations that are not
performed are clearly reported as
such on the CRFs.

v.)All withdrawals and dropouts of
enrolled subjects from the trial are
reported and explained on the
CREFs.

n) Informing the investigator of any
CRF entry error, omission, or
illegibility. The monitor should ensure
that appropriate corrections, additions,
or deletions are made, dated, explained
(if necessary), and initialled by the
investigator or by a member of the
investigator’s  trial staff who s
authorized to initial CRF changes for the
investigator. This authorization should
be documented.

0) Determining whether all adverse
events (AEs) are appropriately reported
within the time periods required by
GCP, the protocol, the IRB / IEC, the
sponsor, and the applicable regulatory
requirement(s).

9)) Determining whether the
investigator is maintaining the essential
documents (see 8. Essential Documents
for the Conduct of a Clinical Trial).

q) Communicating deviations from
the protocol, SOPs, GCP, and the
applicable regulatory requirements to
the investigator and taking appropriate
action designed to prevent recurrence of
the detected deviations.

5.18.5 Monitoring Procedures
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Monitoram jaievero sponsora apstiprinatas
rakstveida darba standartprocediiras, ka ari

sponsora  noteiktas  procediiras, kas
paredzétas konkréta pétijuma
monitorésanai.

5.18.6. Monitora zinojums:

a)

b)

d)

monitoram jaiesniedz rakstveida
zinojums sponsoram péc katra
pétijuma centra apmekl&juma vai
kontaktiem, kas saistiti ar petijumu,
zinojuma jabiit noraditam datumam,
vietai, monitora vardam un pétnieka
vardam vai citu kontaktpersonu
vardiem,

zinojuma jaietver kopsavilkums par to,
ko monitors parbaudijis, un monitora
zinojums par nozimigiem iegiitiem
datiem / faktiem, novirzém un
trikumiem, atzinumiem, veiktiem vai
veicamiem pasakumiem un / vai
ieteiktas veicamas darbibas, lai
nodrosinatu atbilstibu,

sponsora noteiktam parstavim
jadokument€ monitora zinojuma
1zskatiSana un kopa ar sponsoru
veiktie turpmakie pasakumi.

PAPILDINAJUMS

e)

centralizetas
petijuma centru monitorésanas
zinojumi savlaicigi jasniedz
sponsoram (tostarp atbilstoSai vadibali
un personalam, kas atbildigs par
kliniska pétijuma un centra
parraudzibu) to izvertéSanai un talakai
uzraudzibai. MonitoréSanas darbibu
rezultati  jadokumenté  pietiekami
detalizeti, lai lautu parbaudit atbilstibu
monitoréSanas planam. Centraliz€to
monitoréSanas darbibu zinoSanai ir
jabut regularai un ta var tikt veikta
neatkarigi no pétijuma centra vizitém.

klatiené veiktas vai

PAPILDINAJUMS

5.18.7. Monitoré&Sanas plans

The monitor(s) should follow the
sponsor’s established written SOPs as
well those procedures that are specified
by the sponsor for monitoring a specific
trial.

5.18.6 Monitoring Report

a) The monitor should submit a
written report to the sponsor after each
trial-site visit or trial-related
communication.

b) Reports should include the date,
site, name of the monitor, and name of
the investigator or other individual(s)
contacted.

c) Reports should include a
summary of what the monitor reviewed
and the monitor’s statements concerning
the significant findings / facts,
deviations and deficiencies, conclusions,
actions taken or to be taken and / or
actions recommended to  secure
compliance.

d) The review and follow-up of the
monitoring report with the sponsor
should be documented by the sponsor’s
designated representative.

ADDENDUM

e) Reports of on-site and/or centralized
monitoring should be provided to the
sponsor (including appropriate
management and staff responsible for
trial and site oversight) in a timely
manner for review and follow up.
Results of monitoring activities should
be documented in sufficient detail to
allow verification of compliance with
the monitoring plan. Reporting of
centralized monitoring activities should
be regular and may be independent from
site visits.

ADDENDUM

5.18.7 Monitoring Plan
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Sponsoram  jaizstrada = monitoréSanas
plans, kas pielagots konkrétiem, ar
petijuma personu aizsardzibu un datu
integritati saistitiem riskiem. Plana jabut
aprakstitai monitoréSanas stratégijai, visu
iesaistito pusu monitoréSanas
pienakumiem, dazadam pielietotajam
monitoréSanas metodém un to lietoSanas
pamatojumam. Tapat plana jauzsver
kritisko datu un procesu monitoréSana.
Seviska uzmaniba japievér§ aspektiem,
kas atSkiras no ikdienas kliniskas prakses
un kam nepiecieSama papildu apmaciba.
MonitoréSanas plana jaietver atsauces uz
piemérojamam nostadném un procediiram.

5.19. Audits

Gadijumos, kad sponsors veic auditu, kas
uzskatams par kvalitates kontroles dalu,
uzmaniba pieversama Sadiem aspektiem:

5.19.1. Merkis

Sponsora veikta audita, kas ir neatkarigs
un nodalits N0 monitora rutinas kontroles
vai kvalitates kontroles pasakumiem,
meérkis ir novertet kliniska petijuma norisi
un atbilstibu protokolam, darba
standartprocediiram, LKP normam un
attiecigam normativam prasibam.

5.19.2. Auditoru izvéle un to kvalifikacija:

a) audita veikSanai sponsoram jaiece]
personas, kas nav saistitas ar klinisko
petijumu / iesaistitas funkcionalas
vienibas (sistémas),

sponsoram japarliecinas, ka auditori ir
apmaciti un tiem ir pieredze, lai auditu
veiktu pareizi. Auditora kvalifikacijai
jabiit dokumentétai.

b)

5.19.3 AuditéSanas procediiras:

a) sponsoram janodroSina, lai klinisko
pétijumu / sistému auditéSana tiek
veikta atbilsto$i sponsora rakstveida

The sponsor should develop a
monitoring plan that is tailored to the
specific human subject protection and
data integrity risks of the trial. The plan
should describe the monitoring strategy,
the monitoring responsibilities of all the
parties involved, the various monitoring
methods to be used, and the rationale for
their use. The plan should also
emphasize the monitoring of critical
data and processes. Particular attention
should be given to those aspects that are
not routine clinical practice and that
require  additional  training.  The
monitoring plan should reference the
applicable policies and procedures.

5.19 Audit

If or when sponsor perform audits, as
part of implementing quality assurance,
they should consider:

5.19.1 Purpose

The purpose of a sponsor’s audit, which
is independent of and separate from
routine monitoring or quality control
functions, should be to evaluate trial
conduct and compliance with the
protocol, SOPs, GCP, and the applicable
regulatory requirements.

5.19.2 Selection and Qualification of
Auditors

a) The sponsor should appoint
individuals, who are independent of the
clinical trials / systems, to conduct
audits.

b) The sponsor should ensure that
the auditors are qualified by training and
experience to conduct audits properly.
An auditor’s qualifications should be
documented.

5.19.3 Auditing Procedures
a) The sponsor should ensure that

the auditing of clinical trials / systems is
conducted in accordance with the
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audit€Sanas procediiram par audita

saturu, formu, bieZumu un audita

zinojumu formu un saturu,
b) planojot kliniska pétijuma auditu un ta
procediiras, sponsoram janem veéra
kliniska pétijuma nozimigums
iesniegSanai parvaldes institiicijas,
petamo personu skaits, pétijuma veids
un sarezgitibas pakape, riska pakape
pétamam personam Un Vvisas citas
zinamas problémas,
auditora nov€rojumi un atklajumi
jadokumentg,
lai saglabatu audita neatkaribu un ta
funkciju nozimibu, parvaldes
institiicijam nevajag rutinveida
pieprasit audita zinojumus. Ja tiek
konstat€ta nopietna neatbilstiba LKP
normam, ka arT juridisku proceduru
gadijuma, parvaldes institiicijas
atseviskos gadijumos var lugt pieeju
audita zinojumiem,
sponsoram jaiesniedz audita
sertifikats, ja to nosaka pastavosa
likumdosana vai noteikumi.

d)

5.20. Neatbilstiba

5.20.1. Ja petnieka, institiicijas vai
sponsora lidzstradnieku darbiba neatbilst
petijuma protokolam, darba
standartprocediiram, LKP normam un / vai
attiecigdm normativam prasibam,
sponsoram javeic attiecigi pasakumi, lai
tiktu ieverota atbilstiba noteikumiem.

PAPILDINAJUMS

Ja tiek atklata neatbilstiba, kas butiski
ietekm@ vai potenciali var butiski ietekmét
pétamo personu aizsardzibu vai pétijjuma
rezultatu ticamibu, sponsoram javeic
pamata c€lona analize un jaisteno
atbilstoSas korig€joSas vai preventivas
darbibas.

5.20.2. Ja monitoréSanas vai audita laika
konstatg, ka p&tnieka / institticijas darbibas

sponsor’s written procedures on what to
audit, how to audit, the frequency of
audits, and the form and content of audit
reports.

b) The sponsor’s audit plan and
procedures for a trial audit should be
guided by the importance of the trial to
submissions to regulatory authorities,
the number of subjects in the trial, the
type and complexity of the trial, the
level of risks to the trial subjects, and
any identified problem(s).

C) The observations and findings of
the auditor(s) should be documented.

d) To preserve the independence
and value of the audit function, the
regulatory authority(ies) should not
routinely request the audit reports.
Regulatory authority(ies) may seek
access to an audit report on a case by
case basis when evidence of serious
GCP non-compliance exists, or in the
course of legal proceedings.

e) When required by applicable law
or regulation, the sponsor should
provide an audit certificate.

5.20 Noncompliance

5.20.1 Noncompliance  with  the
protocol, SOPs, GCP, and / or

applicable regulatory requirement(s) by
an investigator / institution, or by
member(s) of the sponsor’s staff should
lead to prompt action by the sponsor to
secure compliance.

ADDENDUM

If noncompliance that significantly
affects or has the potential to
significantly affect human subject

protection or reliability of trial results is
discovered, the sponsor should perform
a root cause analysis and implement
appropriate corrective and preventive
actions.

5.20.2 If the monitoring and / or
auditing identifies serious and / or
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ir butiska un / vai pastaviga neatbilstiba
noteikumiem,  sponsoram  japartrauc
petnieka / institicijas lidzdaliba kliniskaja
petjuma. Ja p@tnicka / institlcijas
lidzdaliba  kliniskaja  pétijuma  tiek
partraukta neatbilstibas d€l, sponsoram
nekavéjoties jainformée attiecigas
parvaldes institiicijas.

5.21. Kliniska pétijuma priekSlaiciga
partraukSana

Ja kliiskais pétijums tiek priekslaikus
partraukts vai apturéts, sponsoram par to
nekavgjoties  jainformé  p&tnieks /
institlicija un parvaldes institlicijas,
noradot klmiska pétijjuma priekslaicigas
partraukSanas vai apturé$anas iemeslus. Ja
tas noteikts attiecigas normativas prasibas,
sponsoram vai pé€tniekam / institlicijai
nekavéjoties jainformé ari IUP / NEK,
noradot kliniska pétijuma priekslaicigas
partrauksanas vai apturéSanas iemeslus.

5.22. Zinojumi par klinisko pétijjumu

Ja kliniskais pétijums tiek pabeigts vai
priekslaikus partraukts, sponsoram
janodrosina, ka kliniska pétijuma zigojumi
tiek sagatavoti un iesniegti attiecigam
parvaldes iestadém, ka tas noteikts
attiecigas normativas prasibas. Bez tam
sponsoram janodroSina, ka registracijas
dokumentacija ieklautie kliniska pétijuma
zinojumi atbilst SHK noradijumiem par
kliniska pétijjuma zigojumu saturu un
struktiiru. (PIEZIME: atbilstosi SHK
noradjjumiem par kliniska pétjjuma
zinojumu saturu un strukttru, atseviskos
gadijumos akcept&jami saisinati kltnisko
petijumu zinojumi).

5.23. Daudzcentru pétijumi

Ja tiek veikts daudzcentru kliniskais
petijums, sponsoram janodroSina, lai:

5.23.1. Visi pétnieki, veicot kliisko

persistent noncompliance on the part of
an investigator / institution, the sponsor
should terminate the investigator’s /
institution’s participation in the trial.
When an investigator’s / institution’s
participation is terminated because of
noncompliance, the sponsor should
notify ~ promptly  the  regulatory
authority(ies).

5.21 Premature Termination or
Suspension of a Trial

If a trial is prematurely terminated or
suspended, the sponsor should promptly
inform the investigators / institutions,
and the regulatory authority(ies) of the
termination or suspension and the
reason(s) for the termination or
suspension. The IRB / IEC should also
be informed promptly and provided the
reason(s) for the termination or
suspension by the sponsor or by the
investigator / institution, as specified by
the applicable regulatory requirement(s).

5.22 Clinical Trial / Study Reports

Whether the trial is completed or
prematurely terminated, the sponsor
should ensure that the clinical trial
reports are prepared and provided to the
regulatory agency(ies) as required by
the applicable regulatory requirement(s).
The sponsor should also ensure that the
clinical trial reports in marketing
applications meet the standards of the

ICH Guideline for Structure and
Content of Clinical Study Reports.
(NOTE: The ICH Guideline for

Structure and Content of Clinical Study
Reports specifies that abbreviated study
reports may be acceptable in certain
cases.)

5.23 Multicentre Trials

For multicentre trials,
should ensure that:

the sponsor

5.23.1 All investigators conduct the
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petijumu, stingri ievero ar sponsoru un, ja
noteikts, ar parvaldes institiicijam
saskanoto pétijuma protokolu, par ko [UP
/ NEK devusi apstiprinajumu / atzinigu
vert§jumu.

5.23.2. Datu registracijas formas
izveidotas ta, ka prasitos datus tajas var
ieklaut visos kliniska pétijuma centros.
Pétniekiem, kas ieguist papilddatus,
japiegada papilddatu registracijas formas,
kas izveidotas ta, lai tajas ieklautu
papilddatus.

5.23.3. Koordingjosa p&tnieka un citu
pétnieku atbildiba tieck dokument&ta pirms
pétijuma sakSanas.

5.23.4. Visiem pétniekiem tiek doti
noradijumi, ka ievérot p&tijuma protokolu,
atbilstibu iegiito klinisko un laboratorisko
datu vienotam vértéSanas standartam un
ka izpildit datu registracijas formas.

5.23.5. Tiek veicinata p&tnieku sadarbiba.

6. KLINISKO PETIJUMU
PROTOKOLS UN TA GROZIJUMI

Kliniska pétjjuma protokola parasti
jaieklauj Sada informacija. Pétfjuma
centram  specifisku  informaciju var

pievienot ka atseviskas protokola lappuses
pielikuma vai noformét ka atsevisku
vienoSanos. Dalu no 8adi turpmak
izklastitas informacijas iesp&ams ieklaut
cita ar protokolu saistita dokumenta,
piem., pétnieka brosiira.

6.1. Vispariga informacija

6.1.1. Pétijuma protokola nosaukums,
identifikacijas numurs un datums. Visiem
grozijumiem tapat jabiit ar numuru un

datumu.

6.1.2. Sponsora un monitora (ja tas nav

trials in strict compliance with the
protocol agreed to by the sponsor and, if
required, by the regulatory
authority(ies), and given approval /
favourable opinion by the IRB / IEC.

5.23.2 The CRFs are designed to capture
the required data at all multicentre trial
sites. For those investigators who are
collecting additional data, suplemental
CRFs should also be provided that are
designed to capture the additional data.

5233 The responsibilities  of
coordinating investigator(s) and the
other participating investigators are
documented prior to the start of the trial.

5.23.4 All investigators are given
instructions on following the protocol,
on complying with a uniform set of
standards for the assessment of clinical
and laboratory findings, and on
completing the CRFs.

5.23.5 Communication between
investigators is facilitated.

6. CLINICAL TRIAL PROTOCOL
AND PROTOCOL
AMENDMENT(S)

The contents of a trial protocol should
generally include the following topics.
However, site specific information may
be provided on separate protocol
page(s), or addressed in a separate
agreement, and some of the information
listed below may be contained in other
protocol referenced documents, such as
an Investigator’s Brochure.

6.1 General Information

6.1.1 Protocol title, protocol identifying
number, and date. Any amendment(s)
should also bear the amendment
number(s) and date(s).

6.1.2 Name and address of the sponsor
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sponsors) nosaukums/vards un adrese.

6.1.3. To personu vardi un amata
nosaukumi, kas ir pilnvaroti parakstit
protokolu un ta grozijumus sponsora
varda.

6.1.4. Kliniska p@tjjuma  sponsora
mediciniska  eksperta (vai  attiecigi

zobarsta) vards, amata nosaukums, adrese
un talrunu numuri.

6.1.5. Par pétijuma norisi atbildigo
petnieku vardi, amata nosaukumi, adreses
un pétijuma centru talrunu numuri.

6.1.6. Kvalificeta arsta (vai attiecigi
zobarsta), kas ir atbildigs par visiem ar
petijumu saistitiem mediciniskiem (vai
zobarstniecibas) lémumiem, vards, amata
nosaukums, adrese un talrunu numuri
(gadijuma, ja vins nav p&tnieks).

6.1.7. P&tijuma  iesaistito  klinisko
laboratoriju un citu medicinisko un / vai
tehnisko nodalu un / wvai institlciju
nosaukums un adrese.

6.2. Pamatinformacija

6.2.1. P&tamo zalu nosaukumi un apraksti.

6.2.2. Apkopojums par preklinisko
petjumu rezultatiem, kas, iesp&jams,
varétu but kliniski nozimigi, un par
klinisko pétijjumu rezultatiem, kas ir
nozimigi attieciba uz So klinisko pétijumu.

6.2.3. Parskats par zinamo un iesp&amo
risku un lietderibu, ja tadi ir, petijuma ar
cilvekiem.

6.2.4. Zalu lietoSanas veida, devas,

dozeéSanas reZima un arst€Sanas ilguma
apraksts un pamatojums.

6.2.5. Apliecinajums, ka pétijjums tiks

and monitor (if other that the sponsor).

6.1.3 Name and title of the person(s)
authorized to sign the protocol and the
protocol amendment(s) for the sponsor.

6.1.4 Name, title, address and telephone
number(s) of the sponsor’s medical
expert (or dentist when appropriate) for
the trial.

6.1.5 Name and title of the
invesigator(s) who is (are) responsible
for conducting the trial, and the address
and telephone number(s) of the trial
site(s).

6.1.6 Name, title, address, and telephone
number(s) of the qualified physician (or
dentist, if applicable), who is
responsible for all trial-site related
medical (or dental) decisions (if other
than investigator).

6.1.7. Name(s) and address(es) of the
clinical laboratory(ies) and other
medical and / or technical department(s)
and / or institutions involved in the trial.

6.2 Background Information

6.2.1 Name and description of the
investigational product(s).

6.22 A summary of finding from
nonclinical studies that potentially have
clinical significance and from clinical
trials that are relevant to the trial.

6.2.3 Summary of the known and
potential risks and benefits, if any, to
human subjects.

6.2.4 Description of and justification for
the route of administration, dosage,
dosage regimen, and treatment
period(s).

6.2.5 A statement that the trial will be
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veikts atbilsto§i pétjjuma protokolam,
LKP normam un attiecigam normativam
prasibam.
6.2.6. P&tijuma iesaistitas
apraksts.

populacijas

6.2.7. Atsauces uz literatliru un datiem,
kas ir biutiski attieciba uz klmisko
pétjumu un nodroSina kliniska pétijuma
pamatojumu.

6.3. Pétijjuma uzdevumi un merki

Detalizéts kliniska pétijuma mérku un
nolika apraksts.

6.4. Petijjuma dizains

Klimiska pétijuma zinatniska integritate un
datu ticamiba bitiski atkariga no pétijuma
dizaina. P&tijuma dizaina apraksta jaietver
Sada informacija:

6.4.1. Konkréti jaformulé primarie un
sekundarie mérka parametri, ja tadi ir,
kurus nosaka kliniska pétijuma laika.

6.4.2. Paredzama pétijuma veida / dizaina
apraksts (piem., dubultmaskéts, placebo
kontroléts, paralélu grupu pétijums) un
petijuma shematiska diagramma, kas
ilustré pétjjuma dizainu, procediiras un
posmus.

6.4.3. Pasakumu apraksts, kas paredzets,
lai mazinatu / 1zvairitos no
neobjektivitates, to vidu:

a) randomizacijas metode,
b) mask&sana.

6.4.4. Kliniskaja pétijuma paredzetas
arstéSanas apraksts, pétamo zalu devas un
to lietoSanas shémas. Bez tam pétijjuma
projekta jaapraksta p€tamo zalu forma,
iesainojums un mark&ums.

conducted in compliance with the
protocol, GCP and the applicable
regulatory requirement(s).

6.2.6 Description of the population to be
studied.

6.2.7 References to literature and data
that are relevant to the trial, and that
provide background for the trial.

6.3 Trial Objectives and Purpose

A detailed description of the objectives
and the purpose of the trial.

6.4 Trial Design

The scientific integrity of the trial and
the credibility of the data from the trial
depend substantially on the trial design.
A description of the trial design, should
include:

6.4.1 A specific statement of the
primary endpoints and the secondary
endpoints, if any, to be measured during
the trial.

6.4.2 A description of the type / design
of trial to be conducted (e.g. double-
blind,  placebo-controlled,  parallel
design) and a schematic diagram of trial
design, procedures and stages.

6.4.3 A description of the measures
taken to minimize / avoid bias,
including:

a) Randomization.
b) Blinding.

6.4.4 A description of the trial
treatment(s) and the dosage and dosage
regimen of  the investigational
product(s). Also include a description of
the dosage form, packaging, and
labelling of the investigational
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6.4.5. Pétamo  personu  planotais
lidzdalibas ilgums kliniskaja petijuma un
pétijuma periodu seciba un ilgums, ari

novéroSana peéc pétijuma, ja tada
paredzéeta.
6.4.6. Kliniska pétijjuma ‘“apturéSanas

noteikumu” vai “partraukSanas krit€riju”
apraksts, kas attiecas uz atseviskam
pétamam personam, pétijuma dalam un
visu pétijumu kopuma.

6.4.7. Pétamo zalu uzskaites procediiras,
ieskaitot placebo un salidzinajuma zales,
ja tadas ir.

6.4.8. Kliniska pétijuma terapijas veida
randomizacijas kodu glabasana un $o kodu
atSifréSanas procediiras.

6.4.9. Visu datu precizéSana, kas tiek
dokumentgti tiesi datu registracijas forma

(ti.,, iepriek§ nav rakstveida vai
elektronisku datu pierakstu) un kas
jauzskata par primariem datiem.

6.5. Petamo personu izvele un
izslegsana

6.5.1. Petamo personu ieklausanas
kritériji.

6.5.2. Petamo personu neieklauSanas

kriteriji.

6.5.3. Petamo personu izslégSanas no
petijuma  kriteriji  (t.i., arst€Sanas ar
pétamam zalém partraukSana / kliniska
petijuma partraukSana) un procediras,
noradot,

a) kad un kada veida p&tamas
personas izslédz no kliniska
petijuma / partrauc petamo zalu
lietoSanu,

kadi dati un kada perioda tiek
apkopoti par pétamam personam,
kas lidzdalibu petijuma
partraukusi,

b)

product(s).

6.4.5 The expected duration of subject
participation, and a description of the
sequence and duration of all trial
periods, including follow-up, if any.

6.4.6 A description of the “stopping
rules” or “discontinuation criteria” for
individual subjects, parts of trial and
entire trial.

6.4.7 Accountability procedures for the
investigational product(s), including the
placebo(s) and comparator(s), if any.

6.4.8 Maintenance of trial treatment
randomization codes and procedures for
breaking codes.

6.4.9 The identification of any data to be
recorded directly on the CRFs (i.e. no
prior written or electronic record of
data), and to be considered to be source
data.

6.5 Selection and Withdrawal of
Subjects

6.5.1 Subject inclusion criteria.

6.5.2 Subject exclusion criteria.

6.5.3 Subject withdrawal criteria (i.e.
terminating  investigational  product
treatment / trial treatment) and
procedures specifying:

a) When and how to withdraw subjects
from the trial / investigational
product treatment.

b) The type and timing of the data to be
collected for withdrawn subjects.
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vai un kada veida paredzets aizstat
p€tamas personas,

peétamo personu noverosana pec
tam, kad tie partraukusi lietot
petamas zales / izsl€gti no
pétijuma.

d)

6.6. Pétamo personu arstéSana

6.6.1. Petamam personam ordinéta
arst€Sana, ari visu zalu nosaukumi, devas,
lietoSanas shémas, lietoSanas veidi,
arsteSanas periodi, tai skaita pé&tamo
personu pécterapijas noveérosanas perioda.
Tas attiecas uz katru pétamo zalu lietoSanu
/ katru terapijas veida grupu / pé€tijuma
grupu.

6.6.2.  Zales/arst€Sanas  veidi  (arT
glabgjzales), kas ir vai nav atlauti pirms
petijuma un / vai p&tijuma laika.

6.6.3. Proceduras, kas tiek veiktas, lai
uzraudzitu pétamo personu atbilstibu.

6.7. Iedarbibas vérteSana

6.7.1. ledarbibas parametru noteikSana.
6.7.2. ledarbibas parametru vertéSanas,
dokumentesanas un analiz€Sanas metodes
un to veikSanas laiks.

6.8. LietoSanas droSuma vertéSana

6.8.1. LietoSanas droSuma

noteikSana.

parametru

6.8.2. LietoSanas droSuma parametru
vertésanas, dokumentésSanas un
analiz€Sanas metodes un to veikSanas
laiks.

6.8.3. Procediras nevélamu notikumu un
interkurentu slimibu noskaidroSanai, lai
Sos notikumus dokument€tu un par tiem
zinotu.

c) Whether and how subjects are to be

replaced.
d) The follow-up  for  subjects
withdrawn  from  investigational

product treatment / trial treatment.

6.6 Treatment of Subjects

6.6.1 The treatment(s) to be
administered, including the name(s) of
all the product(s), the dose(s), the dosing
schedule(s), the route / mode(s) of

administration, and the treatment
period(s), including the follow-up
period(s) for subjects for each

investigational product treatment / trial
treatment group / arm of the trial.

6.6.2 Medication(s) / treatment(s)
permitted (including rescue medication)
and not permitted before and / or during
the trial.

6.6.3 Procedures for monitoring subject
compliance.

6.7 Assessment of Efficacy

6.7.1 Specification of the efficacy
parameters.

6.7.2 Methods and timing for assessing,
recording, and analysing of efficacy
parameters.

6.8 Assessment of Safety
6.8.1 Specification of safety parameters.
6.8.2 The methods and timing for

assessing, recording, and analysing
safety parameters.

6.8.3 Procedures for eliciting reports of
and for recording and reporting adverse
event and intercurrent illnesses.
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6.8.4. P&tamo  personu
noveroSanas veids un
neveélamiem notikumiem.

turpmakas
ilgums péc

6.9. Statistika

6.9.1. Izmantojamo statistikas metozu
apraksts, ar1 visas planotas starpanalizes
un to veiksanas laiks.

6.9.2. P&tamo personu planotais skaits.
Daudzcentru pétijuma janosaka planotais
pétamo personu skaits katra petjumu
centra. Izvéléta skaita iemesli (vai
aprékini) par §i skaita ietekmi uz kliniska
pétijuma ticamibu un klinisko
apstiprinajumu.

6.9.3. Paredzama statistiskas ticamibas
pakape.

6.9.4. Kriteriji kliniska
pabeigSanai.

pétijuma

6.9.5. Procediiras triikstoSu, neizmantotu
un apSaubamu datu uzskaitei.

6.9.6. Procedira, ka tiek =zinots par
jebkuru  novirziSanos no  sakotngja
statistikas plana (jebkuras novirzes no
sakotngja statistikas plana jaapraksta un
japamato protokola un / vai nobeiguma
zinojuma, ja paredzets).

6.9.7. Pétamo personu, kuru dati tiek
izmantoti analizei (piem., visas
randomiz&étas p&tamas personas, Visas tas,
kas sapémuSas pétamas zales, Visas
atbilsto$as personas, veértéjamas personas),
atlase

6.10. TieSa pieeja primariem datiem /
dokumentiem

Sponsoram janodroS$ina, lai protokola vai
kada cita rakstveida apstiprinagjuma butu
noradits, ka p&tnieks / institlicija atlaus ar
petijumu saistitu monitoréSanu, auditu,
IUP / NEK veiktu parbaudi un institiiciju
veiktu inspekciju, pie tam, nodroSinot

6.8.4 The type and duration of the
follow-up of subjects after adverse
events.

6.9 Statistics

6.9.1 A description of the statistical
methods to be employed, including
timing of any planned interim
analysis(ses).

6.9.2 The number of subjects planned to
be enrolled. In multicentre trials, the
numbers of enrolled subjects projected
for each trial site should be specified.
Reason for choice of sample size,
including reflections on (or calculations
of) the power of the trial and clinical
justification.

6.9.3 The level of significance to be
used.

6.9.4 Criteria for he termination of the
trial.

6.9.5 Procedure for accounting for
missing, unused, and spurious data.

6.9.6 Procedures for reporting any
deviation(s) from the original stastistical
plan (any deviation(s) from the original
statistical plan should be described and
justified in protocol and / or in the final
report, as appropriate).

6.9.7 The selection of subject to be
included in the analyses (e.g. all
randomized subjects, all dosed subjects,
all eligible subjects, evaluable subjects).

6.10 Direct Access to Source Data /
Documents

The sponsor should ensure that it is
specified in the protocol or other written
agreement that the investigator(s) /
institution(s) will permit trial-related
monitoring, audits, IRB / IEC review,
and regulatory inspection(s), providing
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tieSu  pieeju datiem /

dokumentiem.

primariem

6.11. Kvalitates kontrole un kvalitates
nodroSinasana

6.12. Etika

Ar pétfjumu saistito &tisko apsvérumu
apraksts.

6.13. Datu apstrade un dokumentu
glabasana

6.14. FinanséSana un apdroSinasana

FinanséSana un apdroSinaSana, ja tas nav
iztirzatas atseviska liguma.

6.15. Publicésanas kartiba

Publicésanas kartiba, ja ta nav iztirzata
atsevisSka liguma.

6.16. Papildinajumi

(PIEZIME: ta ka protokols un zinojums
par klinisko p&tijumu ir savstarpé€ji ciesi
saistiti, butisku papildinformaciju
iesp&jams rast SHK norades par klinisko
pétijumu zinojumu saturu un struktiiru).

7. PETNIEKA BROSURA
7.1. levads

Pétnieka brosira (PB) ir klinisko un
preklinisko datu apkopojums par petamam
zalém, kas ir butiski attieciba uz zalu
kliniskiem pétijjumiem ar cilvékiem. Tas
mérkis ir sniegt pétniekiem un citam
kliniskaja pétijuma iesaistitam personam
informaciju, lai atvieglotu izpratni par
petijuma protokola biitibu un veicinatu
atbilstibu vairakiem protokola noteiktiem
pamatprincipiem, piem., deva, devas
lietoSanas biezums / intervals, lietoSanas
veids un ar1 lietoSanas  droSuma
monitoréSanas procediiras. PB sniedz
izpratni, kas var biit noderiga, vadot

direct access to source data / documents.

6.11 Quality Control and Quality
Assurance

6.12 Ethics

Description of ethical considerations
relating to the trial.

6.13 Data Handing and Record
Keeping

6.14 Financing and Insurance
not

Financing and insurance if
addressed in a separate agreement.

6.15 Publication Policy

Publication policy, if not addressed in a
separate agreement.

6.16 Supplements

(NOTE: Since the protocol and the
clinical trial / study report are closely
related, further relevant information can
be found in the ICH Guideline for
Structure and Content of Clinical Study
Reports.)

7 INVESTIGATOR’S BROCHURE
7.1 Introduction

The Investigator’s Brochure (IB) is a
compilation of the clinical and
nonclinical data on the investigational
product(s) that are relevant to the study
of the product(s) in human subjects. Its
purpose is to provide the investigators
and others involved in the trial with the
information to  facilitate  their
understanding of the rationale for, and
their compliance with, many key
features of the protocol, such as the
dose, dose frequency / interval, methods
of administration: and safety monitoring
procedures. The IB also provides insight
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peétamo personu apriipi kliiska pétijuma
laika. Informacija jasniedz 1sa, vienkarsa,
objektiva, proporcionala un neitrala forma,
lai veicinatu klinikas specialista vai
iespéjama pétniecka izpratni par to, un
veidotu vipam objektivu priekSstatu par
planota pétijuma riska pakapi. Sai sakara
PB  izstradasana parasti  japiedalas
kvalificétai personai ar medicinisku
izglitibu, tomér PB saturs jaapstiprina
specialistiem, kas ieguvusi aprakstitos
datus.

Sais noradés ietvertas pamatprasibas par
informaciju, kas jaieklauj pétnieka
brosiira, un ieteikumi par tas izkartojumu.
Pielaujams, ka pieejamas informacijas
veids un apjoms atkarigs no p&tamo zalu
izpétes pakapes. Ja pétamas zales ir
registrétas un to farmakologija
praktiz€joSiem arstiem ir liela mera
saprotama, nav nepiecieSama apjomiga
PB. Ja atbilsto$i vietg§jam normativam
prasibam tas iesp&jams, par alternativu
dokumentu PB var uzskatit zalu aprakstu,
lietoSanas instrukciju vai mark&uma
informaciju, piepemot, ka tie sniedz
detalizétu informaciju par pétamo zalu
visiem aspektiem, kas p€tniekam var€tu
bt svarigi. Ja tiek pétits jau registrétu zalu
jauns lietoSanas veids (piem., jauna
indikacija), jasagatavo PB, kur speciali
apliko So jauno lietoSanu. PB japarskata
vismaz reizi gada un, ja tas nepiecieSams,
atbilsto$i sponsora noteiktajam rakstveida
procediiram ta japarstrada. Atkara no
pétijuma stadijas un jaunu bitisku datu
legiSanas PB biitu japarskata biezak.
Atbilsto§i LKP normam jauniegiitie dati
var but tik svarigi, ka tie jazino
pétniekiem, lestades uzraudzibas padomei
(IUP) un Neatkarigai &tikas komitejai
(NEK) un / vai attiecigam parvaldes
institiicijam, pirms tie tiek ieklauti
parstradata PB.

to support the clinical management of
the study subjects during the course of
the clinical trial. The information should
be presented in a concise, simple,
objective, balanced, and non-
promotional form that enables a
clinician, or potential investigator, to
understand it and make his / her own
unbiased risk-benefit assessment of the
appropriateness of the proposed trial.
For this reason, a medically qualified
person should generally participate in
the editing of an 1B, but the contents of
the 1B should be approved by the
disciplines that generated the described
data.

This guideline delineates the minimum
information that should be included in
an IB and provides suggestions for its
layout. It is expected that the type and
extent of information available will vary
with the stage of development of the
investigational product. If  the
investigational product is marketed and
its pharmacology is widely understood
by medical practitioners, an extensive
IB may not be necessary. Where
permitted by regulatory authorities, a
basic product information brochure,
package leaflet, or labelling may be an
appropriate alternative, provided that it
includes current, comprehensive, and
detailed information on all aspects of the
investigational product that might be of
importance to the investigator. If a
marketed product is being studied for a
new use (i.e., a new indication), an IB
specific to that new use should be
prepared. The IB should be reviewed at
least annually and revised as necessary
in compliance with a sponsor’ written
procedures. More frequent revision may
be appropriate depending on the stage of
development and the generation of
relevant new information. However, in
accordance with Good Clinical Practice,
relevant new information may be so
important  that it  should be
communicated to the investigators, and
possibly to the Institutional Review
Boards (IRBs) / Independent Ethics
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Parasti sponsors ir atbildigs par to, lai tiktu
nodroSinats, ka pé€tniekiem ir pieejama
aktuala PB, un petnieks ir atbildigs par
aktualas PB iesniegSanu attiecigai IUP /
NEK. Ja pétijumu sponsoré pétnieks,
Sponsoram pétnickam janoskaidro, vai
iesp&jams PB iegiit no razotaja. Ja p&tamo
zalu piegadi veic pétnieks sponsors, vinam
janodroS$ina pé€tijuma iesaistitais personals
ar nepiecieSamo informaciju. Gadijumos,
kad oficialas PB izstradasana nav
lietderiga, tas aizstasanai sponsoram
petnickam pétijuma protokola jaizveido
izversta informacijas nodala, kas ietver
vismaz Sais norades aprakstito aktualo
informaciju.

7.2. Visparigie apsveérumi

Pétnieka brosura  jaieklauj Sada
informacija:

7.2.1. Titullapa

Taja janorada sponsora vards, katru

petamo zalu identifikacija (t.i., pétijjuma
numurs, kimiskais vai apstiprinatais
genériskais  nosaukums, tirdzniecibas

nosaukums, ja tas paredzéts likumdosana
un sponsors to vélas) un datums, kad PB
nodota public€Sanai. Ieteicams noradit art
redakcijas numuru un atsauci uz
iepriek§gjas redakcijas numuru un datumu.
Titullapas  paraugs ir noradits 1.
pielikuma.

7.2.2. Konfidencialitates apliecinajums

Sponsors var bt ieintereséts noformét
apliecinagjumu,  kura  pé&tnieckam  /
dokumenta sanéméjam tiek noradits, ka
PB  uzskatama  par  konfidencialu
dokumentu, kas izmantojams vienigi

Committees (IECs) and / or regulatory
authorities before it is included in a
revised IB.

Generally, the sponsor is responsible for
ensuring that an up-to-date IB is made
available to the investigator(s) and the
investigators are  responsible  for
providing the up-to-date IB to the
responsible IRBs / IECs. In the case of
an investigator sponsored trial, the
sponsor-investigator should determine
whether a brochure is available from the
commercial  manufacturer. If the
investigational product is provided by
the sponsor — investigator, then he or
she should provide the necessary
information to the trial personnel. In
cases where preparation of formal IB is
impractical, the sponsor — investigator
should provide, as a substitute, an

expanded  background information
section in the trial protocol that contains
the minimum current information

described in this guideline.
7.2 General Considerations

The IB should include:

7.2.1 Title Page

This should provide the sponsor’s name,
the identity of each investigational
product (i.e., research number, chemical
or approved generic name, and trade
name(s) where legally permissible and
desired by the sponsor), and the release
date. It is also suggested that an edition
number, and a reference to the number
and date of the edition it supersedes, be
provided. An example is given in
Appendix 1.

7.2.2 Confidentiality Statement

The sponsor may wish to include a
statement instructing the investigator /
recipients to treat the IB as a
confidential document for the sole
information and use of the investigator’s
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petnieka un vina lidzstradnieku, un IUP /
NEK inform@sanai un lietosanai.

7.3. Pétnieka brosiiras saturs

PB jaieklauj $adas nodalas, katrai no tam
noradot izmantotos literatiras avotus, ja
tadi ir:

7.3.1. Saturs

Satura raditaja paraugs 2.

pielikuma.

pievienots

7.3.2. Kopsavilkums

PB jabut 1sam apkopojumam (v€lams ne
garakam par divam lappusém), noradot

pétamo  zalu  svarigakas  fizikalas,
ktmiskas, farmaceitiskas,
farmakologiskas, toksikologiskas,

farmakoking&tiskas Tpasibas, metabolismu
un klinisko informaciju, kas ir bitiska
petamo zalu kliniskas attistibas stadijai.

7.3.3. levads

Jabiit 1sam ievadam, noradot pétamo zalu
kimisko nosaukumu (ari genérisko un
tirdzniecibas nosaukumu, ja tas registréts),
visas aktivas vielas, farmakoterapeitisko
grupu un ta paredzamo poziciju Sai grupa
(piem., priekSrocibas), pamatojumu par
pétijjuma veikSanu ar pe€tamam zalém,
paredzamas profilaktiskas, terapeitiskas un
diagnostiskas indikacijas. Ievada janorada
arl vispariga pieeja, kas jaievéro, veicot
petamo zalu verteSanu.

7.3.4. Fizikalas, kimiskas un
farmaceitiskas ipasibas un zalu forma

Jaapraksta p&tamo zalu aktivas vielas (tai
skaita kimiska un / vai struktiirformula) un

team and the IRB / IEC.

7.3 Contents of the Investigator’s
Brochure

The IB should contain the following
sections, each with literature references
where appropriate:

7.3.1 Table of Contents

An example of the Table of Contents is
given in Appendix 2.

7.3.2 Summary

A brief summary (preferably not

exceeding two pages) should be given,
highlighting the significant physical,
chemical, pharmaceutical,
pharmacological, toxicological,
pharmacokinetic, metabolic, and clinical
information available that is relevant to
the stage of clinical development of the
investigational product.

7.3.3 Introduction

A brief introductory statement should be
provided that contains the chemical
name (and generic and trade name(s)
when approved) of the investigational
product(s), all active ingredients, the
investigational product(s)
pharmacological class and its expected

position  within this class (e.g.
advantages), the rationale  for
performing research with the
investigational  product(s), and the

anticipated prophylactic, therapeutic, or
diagnostic indication(s). Finally, the
introductory statement should provide
the general approach to be followed in
evaluating the investigational product.

7.3.4 Physical, Chemical, and
Pharmaceutical Properties and
Formulation

A description should be provided of the
investigational ~ product substance(s)
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jasniedz 1ss apraksts par attiecigam
fizikalam, kimiskdm un farmaceitiskam
Ipasibam.

Lai pétijjuma sakara varétu veikt
nepiecieSamos  droSibas  pasakumus,
jaapraksta un japamato lietojama zalu
forma, ar1 paligvielas, ja tas ir kliniski
nozimigas. Jasniedz arT noradijumi par
zalu formu glabaSanu un darboSanos ar
tam.

Jamin arT visas strukturalas lidzibas ar
citiem zinamiem kimiskiem
savienojumiem.

7.3.5. Prekliniskie petijumi

levads:

Apkopota veida jasniedz informacija par
pétamo zalu visu bitisko preklinisko,
farmakologisko, toksikologisko,
farmakokingtisko un metabolisma
pétjumu rezultatiem. Sai apkopojuma
janorada lietotas metodes, iegiitie rezultati
un apsvérumi par rezultatu ietekmi uz
pétamiem terapeitiskiem efektiem un
iesp§jamo nevélamo un neparedzeto
iedarbibu uz cilvekiem.

Sniegta informacija var saturét attiecigi
Sadus datus, ja tie zinami / pieejami:

» izpéte izmantotas dzivnieku sugas,

» izmantoto dzivnieku skaits un
dzimums atseviski katra grupa,

devas vieniba [piem., miligrami /
kilogrami (mg / kg)],

devas intervals,

lietoSanas veids,

devu lietoSanas ilgums,

informacija par sistemisko sadalfjumu
organisma,

noveroSanas ilgums péc zalu lietoSanas
beigSanas,

rezultati, ietverot $adus aspektus:

A\

YV V VVVYVY

e farmakologiskas vai toksiskas
iedarbibas veids un biezums,

(including the chemical and / or
structural formula(e)), and a brief
summary should be given of the relevant
physical, chemical, and pharmaceutical
properties.

To permit appropriate safety measures
to be taken in the course of the trial, a
description of the formulation(s) to be
used, including excipients, should be
provided and justified if clinically
relevant. Instructions for the storage and
handling of the dosage form(s) should

also be given.

Any structural similarities to other
known compounds  should be
mentioned.

7.3.5 Nonclinical Studies

Introduction:

The results of all relevant nonclinical
pharmacology, toxicology,
pharmacokinetic, and investigational
product metabolism studies should be
provided in summary form. This
summary should address the methology
used, the results, and a discussion of the
relevance of the findings to the
investigated therapeutic and the possible
unfavourable and unintended effects in
humans.

The information provided may include

the following, as appropriate, if known /

available:

» Species tested

» Number and sex of animals in each
group

» Unit dose (e.g., milligram / kilogram

(mg/kg))

Dose interval

Route of administration

Duration of dosing

Information on systemic distribution

Duration of post-exposure follow-up

YV V. VVVYV

Results,
aspects:
e Nature and frequency of
pharmacological or toxic

including the following
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o farmakologiskas vai toksiskas
iedarbibas smaguma pakape un
intensitate,

e laiks, lidz sakas medikamenta
iedarbiba,

e iedarbibas atgriezeniskums,

e iedarbibas ilgums,

e iedarbibas atkariba no devas.

Ja iesp€jams, jaizmanto tabulas / uzskaites
formas, lai datu izklasts butu skaidraks.

Turpmakas nodalas jaiztirza svarigakie
izpete iegutie dati, arT no devas atkariga
noverota iedarbiba, nozimiba cilvékiem un
visi citi aspekti, kas tiek pétiti cilvékiem.
Ja iesp&jams, javeic ar1 datu salidzinajums
par darbigo un netoksisko devu, kas iegiiti
vienai dzivnieku sugai (t.i., jaapraksta
terapeitiskais indekss). Sas informacijas
nozimei javelti uzmaniba attieciba Uz
humana praksé paredzamo lietojamas
devas lielumu. Ja iesp&jams, javeic
salidzinajumi ne tikai attieciba uz
koncentraciju asints / audos, bet arl
attieciba uz mg / kg daudzumu.

a) Prekliniska farmakologija

Apkopojuma  jaieklauj pé€tamo  zalu
farmakologisko aspektu salidzinajums un,
ja iesp€jams, pétijjumos ar dzivniekiem
legiitie dati par butiskakiem metabolitiem.
Sada apkopojuma jaieklauj péttjumi, kas
veikti, gan lai novertétu iesp&jamo
terapeitisko aktivitati (piem., efektivitates
modelus, saistiSanos ar receptoriem un
specifiskumu), gan lietoSanas droSumu
(piem., 1paSi petijumi, lai vert€tu tas
farmakologiskas iedarbibas, kas nav
paredzamie terapeitiskie efekti).

b) Farmakokiné&tika un zalu metabolisms
dzivniekiem

Jasniedz apkopota informacija par p&tamo
zalu farmakokingtiskiem datiem un
biologisko parveidi, kas iegiiti visam
pétitam dzivnieku sugam. legitie dati
jaiztirza attieciba uz pétamo zalu un to
metabolitu  absorbciju, lokdalo  un
sisteémisko biopieejamibu, ka ari par to

effects

e Severity or intensity of
pharmacological or toxic
effects

e Time to onset of effects

e Reversibility of effects

e Duration of effects

e Dose response
Tabular format / listings should be used
whenever possible to enhance the clarity
of the presentation.
The following sections should discuss
the most important findings from the
studies, including the dose response of
observed effects, the relevance to
humans, and any aspects to be studied in
humans. If applicable, the effective and
nontoxic dose findings in the same
animal species should be compared (i.e.,
the therapeutic index should be
discussed). The relevance of this
information to the proposed human
dosing should be addressed. Whenever
possible, comparisons should be made
in terms of blood / tissue levels rather
than on a mg / kg basis.

a) Nonclinical Pharmacology

A summary of the pharmacological
aspects of the investigational product
and, where appropriate, its significant
metabolites studied in animals, should
be included. Such a summary should
incorporate studies that assess potential
therapeutic  activity (e.g. efficacy
models,  receptor  binding, and
specificity) as well as those that assess
safety (e.g., special studies to assess
pharmacological actions other than the
intended therapeutic effect(s)).

b) Pharmacokinetics and Product
Metabolism in Animals

A summary of the pharmacokinetics and
biological transformation and
disposition of the investigational
product in all species studied should be
given. The discussion of the findings
should address the absorption and the
local and systemic bioavailability of the
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saistibu ar iegiitiem farmakologiskiem un

toksikologiskiem datiem pé&tijumos ar
dzivniekiem.

c¢) Toksikologija

Attiecigos  pé€tijumos ar  dazadam

dzivnieku sugam iegito toksisko iedarbibu
apkopojums jaapraksta, ja lietderigi,
izmantojot $adus virsrakstus:

» vienreizgja deva,

atkartota deva,

kancerogenitate,

speciali pétfjumi (piem., kairindjuma
un sensibilizacijas veido$anas),
reproduktiva toksicitate,
genotoksicitate (mutagenitate).

VV VYVYV

7.3.6. Iedarbiba uz cilvekiem

levads:

Jaietver plaSs apskats par pétamo zalu
zinamo ietekmi uz cilvekiem, ari
informacija par farmakokingtiku,
metabolismu, farmakodinamiku, iedarbibu
atkara no devas, lietoSanas droSumu,
efektivitati un citu  farmakologisko
iedarbibu.  Ja  iesp&ams,  jasniedz
apkopojums par katru pabeigto klinisko
pétijumu. Bez tam jasniedz informacija art
par petamo zalu lietoSanas rezultatiem, kas
nav iegiti kliniskos pétijumos, bet, piem.,
pieredzes rezultata, lietojot registrétu
medikamentu.

a) Farmakokinétika un zalu metabolisms

cilvekiem

» Jasniedz apkopota informacija par
petamo zalu farmakokinétiku, art Sadi
dati, ja tie pieejami:

» farmakokinétika (arT metabolisms, ja ir
sadi dati, uzsitkSanas, saistiba ar
plazmas  olbaltumiem, sadalijums
organisma, izdaliSanas),

petamo zala biopieejamiba (absoliita,
ja iesp&jams, un / vai relativa), lietojot
noteiktu zalu formu,

investigational ~ product and its
metabolites, and their relationship to the
pharmacological and  toxicological
findings in animal species.

c) Toxicology

A summary of the toxicological effects
found in relevant studies conducted in
different animal species should be
described under the following headings
where appropriate:

Single dose

Repeated dose

Carcinogenicity

Special studies (e.g. irritancy and
sensitisation)

Reproductive toxicity

Genotoxicity (mutagenicity)

YV VVVYV

7.3.6 Effects in Humans

Introduction:

A thorough discussion of the known
effects of the investigational product(s)
in humans should be provided, including
information  on  pharmacokinetics,
metabolism, pharmacodynamics, dose
response, safety, efficacy, and other
pharmacological  activities. ~ Where
possible, a summary of each completed
clinical trial should be provided.
Information should also be provided
regarding results of any use of the
investigational product(s) other than
from in clinical trials, such as from
experience during marketing.

a) Pharmacokinetics
Metabolism in Humans
» A summary of information on the
pharmacokinetics of the
investigational product(s) should be
presented, including the following, if
available:

Pharmacokinetics (including
metabolism, as appropriate, and
absorption, plasma protein binding,
distribution, and elimination).
Bioavailability of the investigational
product (absolute, where possible,
and / or relative) using a reference

and Product
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» populacijas  apakSgrupas  (piem.,
dzimums, vecums, trauc€tas organu
funkcijas),

mijiedarbiba (piem., mijiedarbiba ar
citam zalem, uzturu),

citi farmakokingtiskie dati
populacijas pétijjumu rezultati,
iegiiti kliniskos pétijumos).

(piem.,
kas

b) LietoSanas droSums un efektivitate

Jaapkopo  informacija, kas iegita
ieprieks€jos  kliniskos  pétijumos ar
cilvekiem (veseliem brivpratigajiem un /
vai pacientiem) par pétamam zalém (ar1
metabolitu) lietosanas droSumu,
farmakodinamiku, efektivitati un
iedarbibas veida atkaribu no devas.
Jaiztirza 8as informacijas saistiba ar
pasreiz€jo klinisko pétijjumu. Ja veikti
vairaki kliniskie pétijumi, uzskatadmi var
atspogulot datus, izmantojot lietoSanas
droSuma un efektivitates apkopojumus,
kas ieglti no daudziem pe@tljumiem, un
sadalot tos apakSgrupas atkariba no
indikacijam. Par lietderigu uzskatams visu
klinisko pétijumu laika novéroto nevélamo
zalu izraisito blaknu (arT attieciba uz
visam pétitajam indikacijam) tabulars
apkopojums. Jaiztirza blakpu veidu / to

raSanas biezuma Dbitiskas atSkiribas
attiecigu  indikaciju  gadfjjuma  vai
apaksgrupas.

Pétnieka brosiira jaieklauj apraksts par
iespg§jamo risku un nevélamam zalu
izraisitam  blakném,  balstoties uz
ieprieksgjo pieredzi, kas iegiita p&tijumos
ar pétamam zalém un tam radniecigam
zalem. Bez tam jaapraksta piesardzibas
pasakumi vai speciala monitoréSana, kas
jaievéro, lietojot petamas zales kliniska
pétijuma.

C) Pieredze, kas ieglta ar registrétam
zalem

PB janorada valstis, kuras pétamas zales ir
tirdznieciba vai ir registrétas. Jaapkopo
visa svariga informacija, kas iegita,
lietojot medikamentu péc registracijas
(piem., zalu formas, devas, lietoSanas
veids, nevélamas zalu izraisitas blaknes).

dosage form.
Population subgroups (e.g., gender,
age, and impaired organ function).

Interactions (e.g., product-product
interactions and effects of food).
Other pharmacokinetic data (e.g.,
results of population  studies
performed within clinical trial(s).

b) Safety and Efficacy

A summary of information should be
provided about the investigational
product’s /  products’  (including
metabolites, where appropriate) safety,
pharmacodynamics, efficacy, and dose
response that were obtained from
preceding trials in humans (healthy
volunteers and / or patients). The
implications of this information should
be discussed. In cases where a number
of clinical trials have been completed,
the use of summaries of safety and
efficacy across multiple trials by
indications in subgroups may provide a
clear presentation of the data. Tabular
summaries of adverse drug reactions for
all the clinical trials (including those for
all the studied indications) would be
useful. Important differences in adverse
drug reaction patterns / incidences
across indications or subgroups should
be discussed.

The IB should provide a description of
the possible risks and adverse drug
reactions to be anticipated on the basis
of prior experiences with the product
under investigation and with related
products. A description should also be
provided of he precautions or special
monitoring to be done as part of the
investigational use of the product(s).

¢) Marketing Experience

The IB should identify countries where
the investigational product has been
marketed or approved. Any significant
information arising from the marketed
use should be summarised (e.g.,
formulations,  dosages, routes of
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PB janorada ari visas tas valstis, kuras
netika sanemta pétamo zalu registracijas
atlauja vai to registracija / izplatiSanas
atlauja tika atsaukta.

7.3.7. Datu apkopojums un noradijumi
pétniekam

Sai nodala vispusigi jaiztirza visi kliniskie
un prekliniskie dati un, ja tas iesp&jams,
jaapkopo informacija no dazadiem izzinas
avotiem, kas atspogulo dazadus pé&tamo
zalu aspektus. P€tnieks $ada veida var
sanemt vispilnigako skaidrojumu par
pieejamiem datiem un Vert§jumu par
informacijas izmantoSanu turpmakajos
kltniskajos p&tijumos.

Ja tas lietderigi, jaiztirza publicétie
zinojumi par lidzigam zalém. Tas
ptnickam  varétu palidzét paredzét
nevélamas zalu izraisttas blaknes vai citas

lidzigas problémas kliniskos pétijumos.

Sas nodalas visparigs noliiks ir sniegt
pétnieckam  skaidru izpratni par
iespéjamo risku, nevelamam zalu
izraisitam blakném un par specialiem
testiem, noveérojumiem un piesardzibas
pasakumiem, kas var but nepiecieSami
kliniska pétljuma veik$anai. ST izpratne
jabalsta uz pieejamo informaciju par
petamo zalu fizikalajam, Kimiskajam,
farmaceitiskajam, farmakologiskajam,
toksikologiskajam un  Kkliniskajam
ipasibam. Balstoties wuz iepriekSéju
lietoSanas pieredzi cilvékiem un petamo
zalu farmakologiju, pétniekam jasniedz

administration, and adverse product
reactions). The IB should also identify
all  the countries  where the
investigational product did not receive
approval / registration for marketing or
was withdrawn from marketing /
registration.

7.3.7 Summary of Data and Guidance
for the Investigator

This section should provide an overall
discussion of the nonclinical and clinical
data, and should summarise the
information from various sources on
different aspects of the investigational
product(s), wherever possible. In this
way, the investigator can be provided
with the most informative interpretation
of the available data and with an
assessment of the implications of the
information for future clinical trials.
Where appropriate, the published
reports on related products should be
discussed. This could help the
investigator to anticipate adverse drug
reactions or other problems in clinical
trials.

The overall aim of this section is to
provide the investigator with a clear
understanding of the possible risks
and adverse reactions, and of the
specific tests, observations, and
precautions that may be needed for a
clinical trial. This understanding
should be based on the available
physical, chemical, pharmaceutical,
pharmacological, toxicological, and
clinical information on the
investigational product(s). Guidance
should also be provided to the clinical
investigator on the recognition and

noradijumi par iespéjamas treatment of possible overdose and
pardozeéSanas un  zalu  izraisitu adverse drug reactions that is based
nevélamu blakpu atpaziSanu un on previous human experience and on
arstesanu. the pharmacology of the
investigational product.
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7.4.

1. PIELIKUMS

TITULLAPA (Paraugs)

SPONSORA NOSAUKUMS

Zales:

Pétijjuma numurs:

Nosaukums: kimiskais, genériskais
(ja apstiprinats),
tirdzniecibas nosaukums
(ja tas ir likumigi

atlauts un
sponsors to vélas)

PETNIEKA BROSURA

Redakcijas numurs:

Datums, kad nodots public€Sanai:

Ieprieksgjais aizstajamais redakcijas nr.:

Datums:

7.5.

2. PIELIKUMS

PETNIEKA BROSURAS SATURA

RADITAIJS

NS

(Paraugs)

Konfidencialitates
(velams)
Parakstu lapa (v€lams)

apliecinajums

Satura raditajs.

Apkopojums.

levads.

Fizikalas, kimiskas un farmaceitiskas

1pasibas un zalu forma.

Prekliniskie petijumi:

5.1. Prekliniska farmakologija.

5.2. Farmakokinétika un
metabolisms dzivniekiem.

zalu

7.4 APPENDIX 1:

TITLE PAGE (Example)

SPONSOR’S NAME

Product:

Research Number:

Name(s): Chemical, Generic (if
approved)
Trade Name(s) (if legally

permissible and desired by
the sponsor)

INVESTIGATOR’S BROCHURE
Edition Number:

Release Date:

Replaces Previous Edition Number:

Date:

7.5 APPENDIX 2:

TABLE CONTENTS OF
INVESTIGATOR’S BROCHURE
(Example)

- Confidentiality Statement (optional)
Signature Page (optional)

Table of Contents

Summary

Introduction

Physical, Chemical, and
Pharmaceutical Properties and
Formulation

5. Nonclinical Studies

5.1 Nonclinical Pharmacology
5.2 Pharmacokinetics and
Product Metabolism in Animals

el N =
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5.3. Toksikologija.

6. Iedarbiba uz cilvékiem:
6.1. Farmakokinétika un
metabolisms cilvekiem.
6.2. LietoSanas droSums
efektivitate.
6.3. Pieredze, kas iegita,
registrétus medikamentus.

zalu
un
lietojot
7. Datu un noradijumu apkopojums
pétniekiem.
Atsauces uz: 1. Publikacijam.

2. Zinojumiem.

Sis atsauces janorada katras

beigas

nodalas

Pielikumi (ja tadi ir)

8. KLINISKA PETIJUMA
VEIKSANAI NEPIECIESAMIE
PAMATDOKUMENTI

8.1. levads

Pamatdokumenti ir dokumenti, kas katrs
atseviski vai visi kopa lauj vertet kliniska
petijuma norisi un iegiito datu kvalitati.
Sie dokumenti uzskatami parada pétnieka,
sponsora un monitora darbibu atbilstibu
Labas kliniskas prakses normam un visam
attiecigdm normativam prasibam.

Pamatdokumenti noder ari citiem
svarigiem mérkiem. Ja pétnieks /
institiicija un sponsors dokumentaciju

sistematiz€ savlaicigi, tas var loti palidzet
petniekam, sponsoram un monitoram veikt
klinisko pétfjumu sekmigi. So dokumentu
parbaudi parasti veic arT sponsora noteikts
neatkarigs audits un parvaldes institiicijas
inspekcija, un ta ir dala no procesa, lai
parbauditu kliniska pétjjuma validitati un
apkopoto datu integritati.

5.3 Toxicology

6. Effects in Humans
6.1 Pharmacokinetics and Product
Metabolism in Humans
6.2 Safety and Efficacy
6.3 Marketing Experience

7. Summary of Data and Guidance for
the Investigator

NB: References on 1. Publications
2. Reports

These references should be found at the
end of each chapter

Appendices (if any)

8. ESSENTIAL DOCUMENTS FOR
THE CONDUCT OF A CLINICAL
TRIAL

8.1 Introduction

Essential  Documents are  those
documents which individually and
collectively permit evaluation of the
conduct of a trial and the quality of the
data produced. These documents serve
to demonstrate the compliance of the
investigator, sponsor and monitor with
the standards of Good Clinical Practice

and with all applicable regulatory
requirements.
Essential Documents also serve a

number of other important purposes.
Filing essential documents at the
investigator / institution and sponsor
sites in a timely manner can greatly
assist in the successful management of a
trial by the investigator, sponsor and
monitor. These documents are also the
ones which are usually audited by the
sponsor’s independent audit function
and inspected by the regulatory
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Turpmak  noradits  pamatdokumentu
minimalais saraksts, kas jasagatavo. Sie
dokumenti sagrupéti tris nodalas atkara no
kliniska pétijuma stadijas, kuras laika tie
parasti tiek gatavoti:

1) dokumenti pirms kliska pétijjuma
sakSanas,
2) dokumenti  kliniska  p@tijjuma

norises laika,

3) dokumenti p&c kliniska pétijuma
beigSanas vai partraukSanas.

Tiek izklastits katra dokumenta méerkis un
noradits, vai tam jaatrodas pie p&tnieka /
institiicija vai pie sponsora, vai abiem. Ja
atseviSki elementi saglaba savu identitati,
akcept€jama dazu dokumentu
apvienosana.

Kliniska pétijjuma dokumentu kopums
(Trial master files) jasagatavo pirms
petijuma sakSanas gan pie péetnicka /
institlicijas petjuma centra, gan arl
sponsora biroja. P&tijumu var uzskatit par
pabeigtu tikai péc tam, kad monitors
parbaudijis gan pétnieka / institlicijas, gan
sponsora  dokumentu  kopumu un
apstipringjis, ka visi nepiecieSamie
dokumenti ieklauti attiecigajas lietas.
Noradijumos minétie dokumenti katrs
atseviSki vai visi kopa var but sponsora
norikota audita un parvaldes institlicijas
inspekcijas  objekts, un tiem jabut
pieejamiem Sim nolukam.

authority(ies) as part of the process to
confirm the validity of the trial conduct
and the integrity of data collected.

The minimum list of essential
documents which has been developed
follows. The various documents are
grouped in three sections according to
the stage of the trial during which they
will normally be generated:

1) before the clinical phase of the trial

commences,

2) during the clinical conduct of the
trial, and
3) after completion of the trial.

A description is given of the purpose of
each document, and whether it should
be filed in either the investigator /
institution or sponsor files, or both. It is
acceptable to combine some of the
documents, provided the individual
elements are readily identifiable.

Trial master files should be established
at the beginning of the trial, both at the
investigator / institution’s site and at the
sponsor’s office. A final close-out of a
trial can only be done when the monitor
has reviewed both investigator /
institution and sponsor files and
confirmed that all necessary documents
are in the appropriate files.

Any or all the documents addressed in
this guideline may be subject to, and
should be available for, audit by the
sponsor’s auditor and inspection by the
regulatory authority(ies).
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PAPILDINAJUMS

Sponsoram un petnickam/iestadei
jadokumente savu attiecigo
pamatdokumentu, tostarp primaro
dokumentu, atrasanas vieta(s). P&tfjuma
laika un  arhivéSanai  izmantotajai
uzglabasanas sisttmai (neatkarigi no
izmantota datu formata veida) janodroSina
dokumentu identifikacija, versiju vésture,

mekl&Sanas un atgtiSanas funkcija.

P&tfjuma pamatdokumenti japapildina, vai
tie var tikt pamatoti reducéti (pirms
petijuma uzsakSanas), balstoties uz
konkréto dokumentu nozimi un butiskumu
pétijuma ietvaros.

Sponsoram janodroSina, ka p&tniekam ir
pastaviga piekluve sponsoram zinotajiem
DRF datiem un ir kontrole par tiem.
Sponsoram  nedrikst bt ekskluziva
kontrole par Siem datiem.

Ja originals dokuments (piem., primarais
dokuments, DRF) tiek aizvietots ar kopiju,
kopijai ir jaatbilst apstiprinatas kopijas
prasibam.

Pétniekam/iestadei jabiit kontrolei par
visiem pamatdokumentiem un ierakstiem,
kurus  pétnicks/iestade  izveidojis(-usi)
pirms pétijuma, pétjjuma laika vai péc
petijuma.

ADDENDUM

The sponsor and investigator/institution
should maintain a record of the
location(s) of their respective essential
documents including source documents.
The storage system used during the trial
and for archiving (irrespective of the
type of media used) should provide for
document identification, version history,
search, and retrieval.

Essential documents for the trial should
be supplemented or may be reduced
where justified (in advance of trial
initiation) based on the importance and
relevance of the specific documents to
the trial.

The sponsor should ensure that the
investigator has control of and
continuous access to the CRF data
reported to the sponsor. The sponsor
should not have exclusive control of
those data.

When a copy is used to replace an
original  document (e.g., source
documents, CRF), the copy should
fulfill the requirements for certified
copies.

The investigator/institution should have
control of all essential documents and
records generated by the
investigator/institution before, during,
and after the trial.
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8.2. Dokumenti pirms kliniska pétijjuma sakSanas

Kliniska pétijuma planosanas laika jasagatavo $adi dokumenti, un tie japievieno lietai pirms oficialas kliniska p&tijuma sakSanas.

Dokumenta nosaukums Merkis Dokumenta atrasanas vieta
Pétnieks / Sponsors
institucija
8.2.1. PETNIEKA BROSURA Lai dokument&tu, ka pétnickam nodota biitiska un aktuala X X
Zinatniska informacija par pétamam zalem
8.2.2. PARAKSTITS PROTOKOLS UN TA Lai dokument@tu, ka petijuma protokols / grozijumi un X X
GROZIJUMI, JA TADI IR VEIKTI, UN  DREF saskanoti ar pétnieku un sponsoru
DATU REGISTRACIJAS FORMAS
(DRF) PARAUGS
8.2.3 PETAMAM PERSONAM Lai dokumentétu informétas piekri$anas procediiru X X
IZSNIEDZAMA INFORMACIJA
- INFORMETAS PIEKRISANAS
VEIDLAPA (ari visi nepiecieSamie
tulkojumi)
- JEBKURA CITA RAKSTVEIDA Lai dokumentgtu, ka pétamam personam tiks sniegta X X
INFORMACIJA atbilstosa rakstveida informacija (saturs un redakcija), kas
palielina to kompetenci, lai pilniba dotu piekriSanu
- SLUDINAJUMS PAR PETAMO Lai dokumentétu, ka rekruté$ana ir atbilsto$a un nav X
PERSONU IESAISTISANU (ja tads lietota piespieSana
izmantots)
8.2.4. KLINISKA PETIJUMA FINANSIALIE Lai dokument&tu starp p&tnieku / institficiju un kliniska X X
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8.2.5.

8.2.6.

8.2.7.

ASPEKTI

APLIECVINA_JVUMS PAR
APDROSINASANU (ja prasits)

PARAKSTITA VIENOSANAS STARP
PETIJUMA IESAISTITAM PUSEM,
piem.,

DATETS, DOKUMENTETS, IESTADES

starp p&tnieku / institliciju un sponsoru
starp pétnieku /institiiciju un PL

starp sponsoru un PL

starp pétnieku / institliciju un parvaldes
institlicijam (ja prasits)

UZRAUDZIBAS PADOMES (IUP) /

NEATKARIGAS ETIKAS KOMITEJAS

(NEK) ATZINUMS/ ATZINIGS
VERTEJUMS PAR

pétijuma protokolu un ta grozijumiem
datu registracijas formu (ja pastav)
informétas piekrisanas veidlapu

visu citu rakstveida informaciju, kas
paredz&ta petamam personam
sludinajumu personu rekrutésanai (ja
tads izmantots)

personam paredzéto kompensaciju (ja
tada paredzeta)

visiem citiem dokumentiem, par ko

pétijuma sponsoru noslégto finansialo vienosanos

Lai dokument@tu, ka p&€tamam personam bis iesp&jams
sanemt kompensaciju par kait€jumu veselibai, kas saistits
ar klinisko pé&tijumu

Lai dokument&tu noslégtos ligumus

Lai dokumentétu, ka IUP / NEK vért&jusi kliniska
pétijuma dokumentaciju un sniegusi par to apstiprinajumu
/ atzinigu vert€jumu, ka art lai biitu iesp&jams identificet
dokumentu redakcijas numuru un datumu

X X

X

X(ja prasits)
X
X

89
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sanemts apstiprinajums / atzinigs

vertejums
8.2.8. IESTADES UZRAUDZIBAS PADOMES Lai dokumentétu, ka IUP / NEK izveidota atbilstosi Labas X X
/ NEATKARIGAS ETIKAS kltniskas prakses normam (ja prasits)
KOMITEJAS SASTAVS
8.29. PETIJUMA PROTOKOLA ATLAUJA/ Lai dokument&tu, ka attiecigas iestades atlauja / X X
AE’STIPRINAJ UMS / R_E(}ISTRACIJA apstiprinajums / registracija veikta pirms kliniska p&tijuma (ja prasits) (ja prasits)
PARVALDES IESTADES (ja prasits) sakSanas atbilstosi attiecigam normativam prasibam
8.2.10. PETNIEKU UN PETNIEKA PALIGU Lai dokumentétu kvalifikaciju un sp&ju vadit kltnisko X X
CURRICULUM VITAE VAI TAI pétijumu un / vai sniegt pétamam personam medicinisko
LIDZVERTIGA PETNIEKU UN palidzibu
PETNIEKA PALIGU KVALIFIKACIJU
APLIECINOSA DOKUMENTACIJA
8.2.11. NORMAS VERTIBAS / NORMAS Lai dokument&tu testu normas vértibas un / vai normas X X
VERTIBU DIAPAZONS vértibu diapazonu
MEDICINISKAM /
LABORATORISKAM / TEHNISKAM
METODEM UN / VAI TESTIEM, KAS
IEKLAUTI PETIJUMA
PROTOKOLA
8.2.12. MEDICINISKAS / LABORATORISKAS Lai dokumentétu aprikojuma atbilstibu nepiecieSsamo testu X X
/| TEHNISKAS METODES / TESTI veikSanai un palielinatu iegiito rezultatu ticamibu (ja prasits)
- sertifikats vai
- akreditacija vai
- izveidota kvalitates kontroles un / vai
26.02.18

90



ZVA

kvalitates aréjas kontroles vertésana vai
- cita veida validacija (ja prasits)

8.2.13. PETAMO ZALU IESAINOJUMU Lai dokumentétu zalu mark&juma atbilstibu attiecigajiem X
MARKEJUMU PARAUGI mark&Sanas noteikumiem un p&tamam personam doto
noradijumu pareizibu
8.2.14. NORADIJUMI PAR DARBOSANOS AR Lai dokument&tu instrukcijas, kas nepiecieSamas, lai X
PETAMAM ZALEM UN AR CITIEM garantétu pareizu petamo zalu un pétijuma materialu
PETIJUMA MATERIALIEM (jatas nav  glabasanu, iesaino$anu, izsnieg$anu un iznicinasanu
noradits petijuma protokola vai p&tnieka
brosira)
8.2.15. PETAMO ZALU UN CITU PETIJUMA  Lai dokumentétu pétamo zalu un pétijuma materialu X
MATERIALU TRANSPORTESANAS transportésanas datumus, sériju numurus un izmantoto
DOKUMENTACIJA transportéSanas veidu. Tas lauj izsekot zalu sérijai,
transport€Sanas apstakliem un uzskaitei
8.2.16. PIEGADATO PETAMO ZALU Lai dokumentétu kliniskaja pétljuma izmantojamo zalu X
ANALIZU SERTIFIKATI identitati, tiribu un stiprumu
8.2.17. DEKODESANAS PROCEDURAS Lai dokumentgtu, ka arkartas gadijuma var atklat kodéeto X (vai
MASKETIEM PETIJUMIEM zalu identitati, neatkodgjot pargjo petamo personu attiecigi
arsteésanas veidu tresa puse)
8.2.18. SARAKSTS NEJAUSIBAS Lai dokument&tu nejausibas nodrosSinasanas metodes, kas X (vai
NODROSINASANAI lietotas populacijas iesaistisanai kliniskaja pétijjuma attiecigi
tresa puse)
8.2.19. MONITORA ZINOJUMS PIRMS Lai dokumentgtu p&tijuma centra atbilstibu kliniska X
PETIJUMA SAKSANAS pétijuma veikSanai (var apvienot ar 8.2.20.)
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8.2.20. MONITORA ZINOJUMS, SAKOT Lai dokument@tu, ka kliniska petijuma procediiras X X
KLINISKO PETIJUMU apspriestas ar pétnicku un pétijuma iesaistito personalu
(var apvienot ar 8.2.19.)
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8.2 Before the Clinical Phase of the Trial Commences

During this planning stage the following documents should be generated and should be on file before the trial formally starts

Title of Document Purpose Located in Files of
Investigator / Sponsor
institution

8.2.1 INVESTIGATOR’S BROCHURE The document that relevant and current scientific X X

information about the investigational product has been
provided to the investigator

8.2.2 SIGNED PROTOCOL AND To document investigator and sponsor agreement to the X X
AMENDMENTS, IF ANY, AND protocol / amendment(s) and CRF
SAMPLE CASE REPORT FORM (CRF)

8.2.3 INFORMATION GIVEN TO TRIAL X X
SUBJECT
- INFORMED CONSENT FORM To document the informed consent
(including all applicable translations)
- ANY OTHER WRITTEN To document that subjects will be given appropriate X X
INFORMATION written information (content and wording) to support their

ability to give fully informed consent

- ADVERTISEMENT FOR SUBJECT To document that recruitment measures are appropriate X
RECRUITMENT (if used) and not coercive

8.2.4 FINANCIAL ASPECTS OF THE TRIAL To documents the financial agreement between the X X

investigator / institution and the sponsor for the trial
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8.2.5

8.2.6

8.2.7

8.2.8

INSURANCE STATEMENT
(where required)

SIGNED AGREEMENT BETWEEN
INVOLVED PARTIES, e.g.,:

investigator / institution and sponsor
investigator / institution and CRO
sponsor and CRO

investigator / institution and
authority(ies) (where required)

DATED, DOCUMETED APPROVAL /
FAVOURABLE OPINION OF
INSTITUTIONAL REVIEW BOARD
(IRB) / INDEPENDENT ETHICS
COMMITTEE (IEC) OF THE
FOLLOWING:

protocol and any amendments
CRE (if applicable)

informed consent form(s)

any other written information to be
provided to the subject(s)

advertisement for subject recruitment (if

used)

subject compensation (if any)

any other documents given approval /
favourable opinion

INSTITUTION REVIEW BOARD /

To document that compensation to subject(s) for trial-
related injury will be available

To document agreements

To document that the trial has been subject to IRB / IEC
review and given approval / favourable opinion. To
identify the version number and date of the document(s)

To document that the IRB / IEC is constituted in

X X

X
X(where
required)

X

X

X
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INDEPENDENT ETHICS agreement with GCP (where
COMMITTEE COMPOSITION required)
8.2.9 REGULATORY AUTHORITY(IES) To document appropriate authorisation / approval / X X
AUTHORISATION / APPROVAL / notification by the regulatory authority(ies) has been (where (where
NOTIFICATION OF PROTOCOL obtained prior to initiation of the trial in compliance with required) required)
(where required) the applicable regulatory requirement(s)
8.210 CURRICULUM VITAE AND/OR To document qualifications and eligibility to conduct trial X X
OTHER RELEVANT DOCUMENTS and / or provide medical supervision of subjects
EVIDENCING QUALIFICATIONS OF
INVESTIGATOR(S) AND
SUBINVESTIGATOR(S)
8.2.11 NORMAL VALUE(S)/ RANGE(S) FOR  To document normal values and / or ranges of the tests X X
MEDICAL / LABORATORY /
TECHNICAL / PROCEDURE(S) AND /
OR TEST(S) INCLUDED IN THE
PROTOCOL
8.2.12 MEDICAL /L LABORATORY / To document cornpetence of facility to perform required X X
TECHNICAL PROCEDURES / TESTS  test(s), and support reliability of results (where
- certification or required)
- accreditation or
- established quality control and / or
external quality assessment or
- other validation (where required)
8.2.13 SAMPLE OF LABEL(S) ATTACHED To document compliance with applicable labelling X
TO INVESTIGATIONAL PRODUCT regulations and appropriateness of instructions provided to
26.02.18
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CONTAINER(S)

the subjects

8.2.14 INSTRUCTIONS FOR HANDLING OF To document instructions needed to ensure proper storage, X X
INVESTIGATIONAL PRODUCT(S) packaging, dispensing and disposition of investigational
AND TRIAL-RELATED MATERIALS products and trial-related materials
(if not included in protocol or Investigator’s
Brochure)
8.2.15 SHIPPING RECORDS FOR To document shipment dates, batch numbers and method X X
INVESTIGATIONAL PRODUCT(S) of shipment of investigational product(s) and trial-related
AND TRIAL-RELATED MATERIALS materials. Allows tracking of product batch, review of
shipping conditions, and accountability
8.2.16 CERTIFICATE(S) OF ANALYSIS OF To document identity, purity, and strength of X
INVESTIGATIONAL PRODUCT(S) investigational product(s) to be used in the trial
SHIPPED
8.2.17 DECODING PROCEDURES FOR To document how, in case of an emergency, identity of X X (third party
BLINDED TRIALS blinded investigational product can be revealed without if applicable)
breaking the blind for the remaining subjects’ treatment
8.2.18 MASTER RANDOMISATION LIST To document method for randomisation of trial population X
(third party if
applicable)
8.2.19 PRE-TRIAL MONITORING REPORT To document that the site is suitable for the trial (may be X
combined with 8.2.20.)
8.220 TRIAL INITIATION MONITORING To document that trial procedures were reviewed with the X X
REPORT investigator and the investigator’s trial staff (may be
combined with 8.2.19.)
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8.3. Dokumenti kliniska pétijuma norises laika

Kliniska p&tijuma norises laika papildus iepriek$ mingtajai dokumentacijai japievieno $adi dokumenti, kas apliecina, ka visa jauna
butiska informacija tiek dokumentgta, tiklidz ta kliist zinama.

Dokumenta nosaukums Meérkis Dokumenta atraSanas vieta
Pétnieks / Sponsors
institucija

8.3.1. AKTUALIZETA PETNIEKA Lai dokument&tu, ka pétnieks bitisku informaciju sapémis X X

BROSURA laikus, tiklidz ta kluvusi zinama

8.3.2.  VISAS PARSTRADATAS Lai dokumentétu kltniska p&tijuma laika veiktas X X
REDAKCIJAS: parmainas ar pétijjumu saistitos dokumentos

- protokolam / ta grozijumiem un datu
registracijas formai

- informé&tas piekriSanas veidlapai

- visai citai rakstveida informacijai, kas
paredz€ta pe€tamam personam

- sludinajumam par p&tamo personu
rekrutéSanu (ja tads tiek izmantots)

8.3.3. DATETS, DOKUMENTETS IESTADES Lai dokumentétu, ka IUP / NEK vért&jusi kliniska X X
UZRAUDZIBAS PADOMES (IUP) / pétijuma dokumentu grozijumus un parstradatas
NEATKARIGAS ETIKAS KOMITEJAS redakcijas un sniegusi par to apstiprinajumu / atzinigu
(NEK) ATZINUMS/ ATZINIGS vert&jumu, un arf lai biitu iesp&jams identificet dokumentu
VERTEJUMS PAR redakcijas numuru un datumu

- pétijuma protokola grozijumiem
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- parstradatam redakcijam:

- informétas piekrisanas veidlapu

- visu citu rakstveida informaciju,

kas paredzeta pétamam personam

- sludinajumu pétamo personu

iesaistiSanai (ja tads tiek
izmantots)

- visiem citiem dokumentiem, par ko tiek
sanemts apstiprinajums / atzinigs
vertejums

- regularu kliniska pétijjuma izskatiSanu
(ja prasits)

8.3.4. ATLAUJA / APSTIPRINAJUMS / Lai dokument&tu p€tijuma atbilstibu attiecigam X X
REGISTRACIJA, JA PRASITS, PAR normativam prasibam (ja prasits)
- protokola grozijumiem un citiem
dokumentiem
8.3.5. NO JAUNA IESAISTITO PETNIEKU  (sk. 8.2.10) X X
UN PETNIEKU PALIGU
CURRICULUM VITAE
8.3.6. AKTUALIZETAS NORMAS Lai dokument&tu normas veértibas un normas vértibu X X
VERTIBAS / NORMAS VERTIBU diapazonu, kas kliniska pétijuma laika parstradats (sk.
DIAPAZONS MEDICINISKAM / 8.2.11)
LABORATORISKAM / TEHNISKAM
METODEM UN / VAI TESTIEM, KAS
IEKLAUTI PETTJUMA PROTOKOLA
8.3.7. AKTUALIZETAS MEDICINISKAS / Lai dokument&tu, ka visu pétijuma laiku testi ir atbilstosi X X
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LABORATORISKAS / TEHNISKAS (sk.8.2.12.) (ja prastts)
METODES / TESTI
- sertifikats vai
- akreditacija vai
- izveidota kvalitates kontroles un / vai
kvalitates argjas kontroles vertésana vai
- cita veida validacija (ja prasits)
8.3.8. DOKUMENTACIJA PAR PETAMO (sk. 8.2.15.) X X
ZALU UN PETIJUMA MATERIALU
TRANSPORTESANU
8.39. PETAMO ZALU JAUNU SERIJU (sk. 8.2.16.) X
ANALIZU SERTIFIKATI
8.3.10. MONITORA APMEKLEJUMU Lai dokument&tu monitora apmekl€jumus petijumu X
ZINOJUMI centros un iegititos datus
8.3.11. BUTISKAS KOMUNIKACIJAS, Lai dokument@tu visas vienoSanas vai nozimigas X X
IZNEMOT PETIJUMA CENTRU diskusijas par kliniska pétijuma vadi$anu, novirzém no
APMEKLEJUMUS protokola, kltniska p&tijuma norisi, nevélamu notikumu
- véstules zinoSanu
- s€zu protokoli
- telefona sarunu pieraksti
8.3.12. PARAKSTITAS INFORMETAS Lai dokumentétu, ka katras p&tamas personas piekriSana X
PIEKRISANAS VEIDLAPAS sanemta atbilstosi Labas kliniskas prakses nosacijumiem,
protokolam un ta dat&ta pirms p&tama persona sakusi savu
lidzdalibu kliniskaja pétijuma. Lai dokument&tu, ka ir
atlauta tieSa pieeja dokumentiem (sk. 8.2.3.)
26.02.18

99



ZVA

8.3.13. PRIMARIE DOKUMENTI Lai dokumentg@tu, ka p&tamas personas eksiste, un X
pamatotu iegiito petijuma datu ticamibu. Lai noteiktu
primaros dokumentus, kas saistiti ar pétijumu, arstésanu
un pétamo personu anamnézi
8.3.14. AIZP_ILDiTAS, PARAKSTITAS UN Lai dokument@tu, ka p&tnieks vai vina pilnvarota persona X X
DATETAS DATU REGISTRACIJAS apstiprina noteikumu ievéro$anu attieciba par $o ierakstu (kopija) (originals)
FORMAS
8.3.15. DATU REGISTRACIJAS FORMU Lai dokument&tu visas datu registracijas forma veiktas X X
KOREKCIJU DOKUMENTESANA parmainas / papildinajumus, kas veikti péc primaras datu (kopija) (originals)
zinosanas
8.3.16. PETNIEKA ZINOJUMS SPONSORAM  Lai dokumentétu visus p&tnieka zinojumus sponsoram par X X
PAR NOPIETNAM ZALU nopietniem nevélamiem notikumiem un ar to saistitiem
IZRAISITAM BLAKNEM UN AR TO zinojumiem atbilstosi 4.11. punkta nosacijumiem
SAISTITIE ZINOJUMI
8.3.17. SPONSORA UN/VAI PETNIEKA Lai dokument&tu sponsora un / vai pétnieka zinojumus X X
ZINOJUMS ATTIECIGAJAM attiecigam parvaldes institticijam un [UP / NEK par (ja prasits)
PARVALDES INSTITUCIJAM UN IUP  nopietnam neparedzétam zalu izraisitam blakném
/ NEK PAR NEPAREDZETAM atbilsto$i 5.17. un 4.11. punkta nosacijumiem un Citus
NOPIETNAM ZALU IZRAISITAM zinojumus par lietoSanas droSumu atbilstosi 5.16.2. punkta
BLAKNEM UN CITI ZINOJUMI PAR nosacijumiem
LIETOSANAS DROSUMU
8.3.18. SPONSORA ZINOJUMI PETNIEKAM, Lai dokument&tu sponsora zinojumus p&tniekam par X X
KAS SAISTITI AR LIETOSANAS lietoSanas drosumu atbilstosi 5.16.2. punkta nosacijumiem
DROSUMA INFORMACIJU
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8.3.19. STARPZINOJUMI VAI IKGADEJIE Starpzinojumi vai ikgadgji zinojumi IUP / NEK atbilsto$i X
ZINOJUMI IUP / NEK UN 4.10. punkta nosacijumiem un parvaldes institiicijam (ja prasits)
PARVALDES INSTITUCIJAM atbilsto$i 5.17.3. punkta nosacTjumiem

8.3.20. PETAMO PERSONU SIJASANAS Lai dokument&tu to personu identificé$anu, kas tika X
SARAKSTS paklauti sijasanas metodei pirms pétijjuma (ja prasits)

8.3.21. PETAMO PERSONU Lai dokument&tu, ka pétnieks / instittcija izveidojusi
IDENTIFIKACIJAS KODU SARAKSTS konfidencialu sarakstu ar kliniskaja pétijuma iesaistito

personu vardiem un to identifikacijas kodiem, kas tika
pieskirti, iesaistot p&tijuma. Tas nodrosina, ka p&tnieks /
institiicija var identific€t visas p&tamas personas

8.3.22. KLINISKAJA PETIJUMA IESAISTITO Lai dokument&tu pétamo personu hronologisku
PETAMO PERSONU SARAKSTS iesaistiSanu péttjuma, pieskirot tiem pétijuma numurus

8.3.23. PETAMO ZALU UZSKAITE Lai dokumentétu, ka petamas zales tiek lietotas atbilstosi X
PETIJUMU CENTRA protokolam

8.3.24. PARAKSTU LAPA Lai dokument&tu parakstus un inicialus tam personam, kas X

ir pilnvarotas veikt ierakstus un / vai labojumus datu
registracijas forma

8.3.25. DOKUMENTI PAR GLABATIEM Lai dokumentgtu glabajamo paraugu atrasanas vietu un X
ORGANISMA SKIDUMIEM / AUDU mark€umu, ja nepiecieSama to atkartota analizeéSana
PARAUGIEM (ja tadi ir)
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8.3 During the Clinical Conduct of the Trial

In addition to having on file the above documents, the following should be added to the files during the trial as evidence that all new
relevant information is documented as it becomes available.

Title of Document Purpose Located in Files of
Investigator /  Sponsor
Institution
8.3.1 INVESTIGATOR’S BROCHURE To document that investigator is informed in a timely X X
UPDATES manner of relevant information as it becomes available
8.3.2 ANY REVISION TO: To document revisions of these trial related documents X X
- protocol / amendment(s) and CRF that take effect during trial

- informed consent form

- any other written information provided
to subjects

- advertisement for subject recruitment (if

used)
8.3.3 DATE, DOCUMENTED APPROVAL /  To document that the amendment(s) and / or revision(s) X X
FAVOURABLE OPINION OF have been subject to IRB / IEC review and were given
INSTITUTIONAL REVIEW BOARD approval / favourable opinion. To identify the version
(IRB) / INDEPENDENT ETHICS number and date of the document(s)
COMMITTEE (IEC) OF THE
FOLLOWING:

- protocol amendment(s)
- revision(s) of:
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8.3.4

8.3.5

8.3.6

8.3.7

- informed consent form

- any other written information to
be provided to the subject

- advertisement for subject
recruitment (if used)

- any other documents given
approval / favourable opinion

- continuing review of trial (where
required)

REGULATORY AUTHORITY(IES)

AUTHORISATIONS / APPROVALS/

NOTIFICATIONS / WHERE

REQUIRED FOR:

- protocol amendment(s) and other
documents

CURRICULUM VITAE FOR NEW
INVESTIGATOR(S) AND / OR
SUBINVESTIGATOR(S)

UPEDATES TO NORMAL VALUE(S) /
RANGE(S) FOR MEDICAL /
LABORATORY / TECHNICAL
PROCEDURE(S) / TEST(S) INCLUDED
IN THE PROTOCOL

UPDATES OF MEDICAL /
LABORATORY / TECHNICAL
PROCEDURES / TESTS

To document compliance with applicable regulatory
requirements

(see 8.2.10.)

To document normal values and ranges that are revised
during the trial (see. 8.2.11.)

To document that tests remain adequate throughout the
trial period (see. 8.2. 12.)

X
(where
required)

X
(where
required)
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- certification or

- accreditation or

- established quality control and / or
external quality assessment or

- other validation (where required)

8.3.8 DOCUMENTATION OF (see 8.2.15.) X
INVESTIGATIONAL PRODUCT(S)
AND TRIAL-RELATED MATERIALS
SHIPMENT
8.3.9 CERTIFICATES(S) OF ANALYSIS (see 8.2.16.) X
FOR NEW BATCHES OF
INVESTIGATIONAL PRODUCTS
8.3.10 MONITORING VISIT REPORTS To document site visits by, and finding of, the monitor X
8.3.11 RELEVANT COMMUNICATIONS To documents any agreements or significant discussions X
OTHER THAN SITE VISITS regarding trial administration, protocol violations, trial
- letters conduct, adverse event (AE) reporting
- meeting notes
- notes of telephone calls
8.3.12 SIGNED INFORMED CONSENT To documents that consent is obtained in accordance with
FORMS GCP and protocol and dated prior to participation of each
subject in trial. Also to document direct access permission
(see 8.2.3))
8.3.13 SOURCE DOCUMENTS To document the existence of the subject and substantiate
integrity of trial data collected. To include original
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documents related to the trial, to medical treatment, and
history of subject

8.3.14 SIGNED, DATED AND COMPLETED  To document that the investigator or authorised member X X (original)
CASE REPORT FORMS (CRF) of the investigator’s staff confirms the observations (copy)
recorded
8.3.15 DOCUMENTATION OF CRF To document all changes / additions or corrections made X X
CORRECTIONS to CRF after initial data were recorded (copy) (original)
8.3.16 INVESTIGATION BY ORIGINATING  Notification by originating investigator to sponsor of X X
INVESTIGATOR TO SPONSOR OF serious adverse events and related reports in accordance
SERIOUS ADVERSE EVENTS AND with 4.11.
RELATED REPORTS
8.3.17 NOTIFICATION BY SPONSOR AND/  Notification by sponsor and / or investigator, where X X
OR INVESTIGATIOR, WHERE applicable, to regulatory authorities and IRB(s) / IEC(s) of (ja prasits)
APPLICABLE , TO REGULATORY unexpected serious adverse drug reactions in accordance
AUTHORITY/(IES) AND IRB(S) / with 5.17. and 4.11. and of other safety information in
IEC(S) OF UNEXPECTED SERIOUS accordance with 5.16.2.
ADVERSE DRUG REACTIONS AND
OF OTHER SAFETY INFORMATION
8.3.18 NOTIFICATION BY SPONSOR TO Notification by sponsor to investigators of safety X X
INVESTIGATORS OF SAFETY information in accordance with 5.16.2.
INFORMATION
8.3.19 INTERIM OR ANNUAL REPORTS TO Interim or annual reports provided to IRB / IEC in X X
IRB/IEC AND AUTHORITY(IES) accordance with 4.10. and to authority(ies) in accordance (where
with 5.17.3. required)
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8.3.20 SUBJECT SCREENING LOG To document indetification of subjects who entered pre- X
trial screening (where
required)
8.3.21 SUBJECT IDENTIFICATION CODE To document that investigator / institution keeps a
LIST confidential list of names of all subjects allocated to trial
numbers on enrolling in the trial. Allows investigator /
institution to reveal identity of any subject
8.3.22 SUBJECT ENROLMENT LOG To document chronological enrolment of subjects by trial
number
8.3.23 INVESTIGATIONAL PRODUCTS To document that investigational product(s) have been X
ACCOUNTABILITY AT THE SITE used according to the protocol
8.3.24 SIGNATURE SHEET To document signatures and initials of all persons X
authorised to make entries and / or corrections on CRFs
8.3.25 RECORD OF RETAINED BODY To document location and identification of retained X
FLUIDS / TISSUE SAMPLES (IF ANY)  samples if assays need to be repeated
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8.4. Dokumenti péc kliniska pétijuma beigSanas vai partrauksanas

P&c kliniska pétijuma beigSanas vai partraukSanas dokumentu kopumam jasatur visi dokumenti, kas noteikti 8.2. un 8.3. nodala, un ar1
sadi dokumenti.

Dokumenta nosaukums Meérkis Dokumenta atrasanas vieta
Pétnieks / Sponsors
institucija
8.4.1. PETAMO ZALU UZSKAITE Lai dokumentétu, ka p&tamas zales ir lietotas X X
PETIJUMA CENTRA atbilstosi protokolam. Lai nobeiguma dokumentétu

uzskaiti par petamo zalu sanemsanu pétijjuma
centra, izsnieg$anu p&tamam personam,
atpakalsanemsanu un atdoSanu sponsoram

8.4.2. PETAMA ZALU IZNICINASANAS Lai dokumentétu neizlietota petamo zalu X X
DOKUMENTESANA 1znicinasanu, ko veic sponsors vai kas tiek veikta (ja iznicinats
pétijuma centra centra)
8.4.3. PILNIGS PETAMO PERSONU Lai varétu identificét visus petamas personas, kas X

IDENTIFIKACIJAS KODU SARAKSTS iesaistitas kliniskaja pétijuma, ja nepiecie$ama
papildus novéroSana péc kliniska pétjjuma
pabeigganas. Sis saraksts jaglaba ka konfidencials
dokuments visu ieprieks noteikto periodu

8.4.4. AUDITA SERTIFIKATS (ja pieejams) Lai dokumentgtu, ka ir veikts kliniska p&tijuma X
audits
8.45. MONITORA ZINOJUMS KLINISKA Lai dokumentétu, ka ir veikti visi pasakumi, kas X
PETIJUMA NOBEIGUMA nepiecieSami kliniska p&tijuma nobeiguma, un ka

visu pamatdokumentu kopijas ieklautas attiecigajas
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lietas
8.4.6. DOKUMENTACIJA PAR PIEDERIBU  Siinformacija tiek atdota sponsoram, lai X
PIE TERAPIJAS GRUPAS UN PAR dokument€tu visus atkodeSanas gadijumus
ATKODESANAS GADIJUMIEM
8.4.7. PETNIEKA ZINOJUMS KLINISKA Lai dokument&tu, ka kliniskais p&tijums ir pabeigts X
PETIJUMA NOBEIGUMA IUP / NEK,
JA PRASITS, UN ATTIECIGAM
PARVALDES INSTITUCIJAM
8.4.8. ZINOJUMS PAR KLINISKO Lai dokument@tu kliniska p&tijuma rezultatus un to X X
PETIJUMU interpretaciju (ja lietderigi)
26.02.18

108



ZVA

8.4 After Completion or Termination of the Trial

After completion or termination of the trial, all of the documents identified in sections 8.2. and 8.3. should be in the file together with the

following
Title of Documents Purpose Located in Files of
Investigator /  Sponsor
institution
8.4.1 INVESTIGATIONAL PRODUCT(S) To document that the investigational product(s) X X
ACCOUNTABILITY AT SITE have been used according to the protocol. To
documents the final accounting of investigational
product(s) received at the site, dispensed to
subjects, returned by the subjects, and returned to
sponsor
8.4.2 DOCUMENTATION OF To document destruction of used investigational X X
INVESTIGATIONAL PRODUCT products by sponsor or at site (if destroyed at
DESTRUCTION site)
8.4.3 COMPLETED SUBJECT To permit identification of all subjects enrolled in X
IDENTIFICATION CODE LIST the trial in case follow-up is required. List should be
kept in a confidential manner and for agreed upon
time
8.44  AUDIT CERTIFICATE (if available) To document that audit performed X
8.4.5 FINAL TRIAL CLOSE-OUT To document that all activities required for trial X
MONITORING REPORT close-out are completed, and copies of essential
documents are help in the appropriate files
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8.4.6

8.4.7

8.4.8

TRETMENT ALLOCATION AND
DECODING DOCUMENTATION

FINAL REPORT BY INVESTIGATOR
TO IRB/ IEC WHERE REQUIRED,
AND WHERE APPLICABLE, TO THE
REGULATORY AUTHORITY(IES)

CLINICAL STUDY REPORT

Returned to sponsor to document any decoding that
may have occurred

To document completion of the trial

To document results and interpretation of trial

X
(if applicable)
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