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Inspekce

e, SUKL



e, SUKL
=, Typy inspekci

¢ zkousejici
s CRO

\/

%* zadavatel

** planovana
** na podnét
+** k certifikatu SKP/FIH
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e, SUKL

=, Vybér KH - spolupréace s Odborem klinického hodnoceni Ié&ivych pfipravkd

, Kontakt s CRO - vyzadani piehledu aktivnich center a po¢ty screenovanych pacientd

=, Vybér a kontakt s centrem - termin inspekce

», Ohlaseni inspekce - vyzadani &asti studijni dokumentace, pfistup do eCRF

s, Zahajeni inspekce na misteé - nutnd pfitomnost statutarniho zastupce &i osoby jim povéiené

=, Pritomnost CRA pfi inspekci - rozhodnuti je na centru, zstupce CRO je ptitomen jako podpora
centra, zadouci
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" Predlozeni dokumentace, prohlidka prostor/lékarny, pohovory se ¢leny studijniho

’

tymu, prubézné informovani Pl

% Uvodni pohovor s Pl a studijnim tymem - predstaveni centra a probihajiciho KH
P

’

s, Zavérecny meeting
(.~ (] v Vv 7 e v /s 7 ”n s
% Prubézna inspekcni zprava - odesilano centru

% CAPA (napravna a preventivni opatreni)

 Inspekcni zprava - odesildno centru a zadavateli
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s, Zadavatel — CRO — Zkousejici
=~ bezpecnost pacient(
%, integrita dat

Q

> spravné provadéni - prinos pro vSechny — firmy (hledaji pacienty do KH) x |ékafri
(hledaji vhodné KH pro pacienty)

= Nastaveni zakladnich proces(
+* cesta subjektu centrem
+» cesta IMP — lékarna / centrum - SH

s zaznamy

536/2014 NARIZENI EVROPSKEHO PARLAMENTU A RADY (EU) &. 536/2014 ze dne 16. dubna 2014 o klinickych hodnocenich
humannich lécivych pfipravk( a o zruseni smérnice 2001/20/ES

(2) P¥i klinickém hodnoceni by méla byt chrdnéna prava, bezpecnost, dlstojnost a kvalita Zivota subjektd hodnoceni a ziskané udaje by mély byt spolehlivé
a robustni. Zajmy subjektt by mély mit vzdy prednost pred veskerymi jinymi zajmy

© STATNi USTAV PRO KONTROLU LECIV e 13.05.2024



e, SUKL

5.18.4. Monitor's responsibilities

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:

a) Acting as the main line of communication between the sponsor and the investigator.

b) 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.

c¢) Verifying, for the investigational product(s):

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

ii. 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 requlatory requirement(s) and is in accordance with the
sponsor.

d) Verifying that the investigator follows the approved protocol and all approved amendment(s), if any.

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

f) 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).

g) Ensuring that the investigator and the investigator's trial staff are adequately informed about the trial.

h) 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.

i) Verifying that the investigator is enroling only eligible subjects.

j) Reporting the subject recruitment rate.

k) Verifying that source documents and other trial records are accurate, complete, kept up-to-date and maintained.

1) 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.
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m) 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 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 CRFs.

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 is authorized to initial CRF changes for the investigator. This authorization should be documented.

o) 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).

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

qg) 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
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S SUKL Studijni tym - Delegation Log, Training Log

>, Delegation Log - prijeti odpoveédnosti, stvrzeni podpisem

*** nespravné ¢i nepresné zadané odpovédnosti — vykonavaiji €innosti a nejsou delegovani
X jsou delegovani a nevykonavaji delegované Cinnosti

s chybéjici zastupitelnost

¢ osoba neni odborné zpUsobild k vykondvani delegovanych ¢innosti — chybéjici

zdravotnické vzdélani (napr. méreni Zivotnich fci, zachazeni s IMP), vySetreni provadéna SN misto
P1/SI

, Prijeti odpovednosti k datu podpisu souvisi se skolenim pro vykonavané Cinnosti

%, Aktualni podepsané CV, certifikaty GCP, certifikaty ke Skoleni eCRF a k dalsim
elektronickym systémum
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S SUKL Guideline for good clinical practice E6(R2) Step 5

4.1.1. The investigator(s) should be qualified by education, training, and experience to assume responsibility for the proper conduct o[
the trial, should meet all the qualifications specified by the applicable requlatory requirement(s), and should provide evidence of suc
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.

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

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

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.

4.2.6. 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
implement procedures to ensure the integrity of the trial-related duties and functions performed and any data generated.
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S SUKL Training Log

% Skoleni pro delegované odpovédnosti

s Skoleni ke studijni dokumentaci - protokol + IP/IS, IB, Laboratory Manual...

\/

** vedeni zdznamu o skoleni - ¢asova posloupnost, ,co a kdy“ Uplnost a véasnost

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.

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).
2.10.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.

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

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).
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S SUKL Prostory a zafizeni

" Prostory pro provadéni KH
+*»» odpovidajici prostory a vybaveni pro naplnéni pozadavku pro provadéni daného KH
** moZnost oddélenych prostor pro zaslepeny a odslepeny tym

¢ prostory pro zpracovani vzork

%, Zafizeni/pristroje

+»» vedeni technické dokumentace pro pouzivané pristroje a zafizeni, pr. platna kalibrace —
teploméry, pristroje

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 the trial properly and safely.
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S Sl'JKL Dokumentace

\

~ Protokol, IB, IP/IS

+* nedostupnost dokumentt dokladajicich, Ze Pl bude postupovat dle dané verze protokolu,
navazujici Skoleni, nejasnosti odkdy byl dokument pouzivan

+» dostupnost neschvalenych verzi, pfipadné nezneplatnénych verzi

s podepsani dokumentu dokladajiciho, ze Pl bude postupovat dle protokolu pred schvalenim
protokolu SUKL/EK

+* DIL, bezpecénostni informace - nedostupnost v ISF, zkousejici nebyl sezndmen/neni zdznam o sezndmeni s
dokumentem, predavani informaci v ramci studijniho tymu

% pouzivani pouze schvalenych (SUKL, EK) verzi dokumentd

= ldentification Log, Screening Log, Enrollment Log
¢ jednoznacna identifikace subjektl, chybéjici zdznamy subjektd
¢ dolozZeni chronologického zarazovani subjektl dle identifikanich kéd(

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

4.5.1. 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.

8. Essential documents for the conduct of a clinical trial

8.1 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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e, SUKL Schvaleni

% Nedostupnost stanovisek SUKL/EK ke schvalovanym dokumentiim —
uvodni rozhodnuti - dohromady schvaleni SUKL a EK, schvaleni amendmentu

=, Kontrola dokumentu — centrum si overi, ze dokumenty, které byly dodany jsou uvedeny
ve schvaleni

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

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
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.
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S SUKL Smlouvy

 Smlouva o provadéni KH
¢ dostupnost smlouvy o provddéni KH, ptripadné neuvedeni v ISF, kde je smlouva uloZena
¢ nespravné uvedené Udaje ve smlouvé — identifikace KH, legislativa

*»* nedostupnost priloh

~, Smlouva s treti stranou (poskytovatel sluzeb) — napf. s 1ékdrnou

%, Pojistna smlouva
** nedostupna pojistnd smlouva nebo certifikat bez pojistnych podminek
¢ chybéjici podpisy vSech zucastnénych stran na dokumentu

*** nespravné uvedené udaje ve smlouvé/certifikatu — identifikace KH, ¢islo smlouvy
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S SUKL Vedeni — IP/IS

= Proces podpisu IP/IS — Pi/sl, vysvétleni - interview, moznost pro pacienta si samostatné projit,
konzultovat s rodinou, polozit dotazy

, Podpis pred provedenim jakéhokoli ukonu

%, Subjekt podepise a osobné datuje IP/IS — 2 stejnopisy, jeden zlstava v centru, druhy si
odnasi pacient, prvni podepisuje pacient, lékar zkontroluje, datuje a stvrdi podpisem, dle narizeni u
détskych subjektd staci podpis jednoho rodice

= VEasné podepisovani naslednych verzi IP/IS — pro SH musi byt jasné k jakym zménam v
souhlasu doslo = podpis zvyraznéné verze IP/IS

%, Podpis ostatnich souhlast — napt. k uchovavani biologickych vzorké pro budouci vyzkum

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.

4.8.2 The written informed consent form and any other written information to be provided to subjects should be revised whenever important new information

becomes 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

Z7 odrmation beC;:omes available that may be relevant to the subject’s willingness to continue participation in the trial. The communication of this information should
e documented.

Narizeni 536/2014 - Article 29, Article 32 (Minors)
Pokyn SUKL KLH - 22
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S Sl'JKL Vedeni — zaznamy

Informace nejsou zaznamendavany a zpracovavany tak, aby bylo umoznéno jejich presné
vykazovani, hodnoceni a ovérovani

%, Chybgjici zdrojova dokumentace

~ Neshoda zdrojové dokumentace se zaznamy subjektu hodnoceni (CRF) — data ziskana z
vysetreni, konkomitantni medikace, AE

Q

NedostateCné zaznamy ve zdrojové dokumentaci — studijni kony, AE, vyplfiovani dotaznikd —
ten, kdo vyplnuje by mél dotaznik podepsat

Nutné védeét, ktery dokument je zdroj

= Chybégjici zhodnoceni a/nebo podpis zkousejiciho — napt. u laboratornich vysledk, kontrola

ukonl provadénych jinymi ¢leny studijniho tymu

= Nedostupné/neuplné kopie termolabilnich zaznamU EKG

%, Chybégjici identifikace SH v zaznamech — na EKG, dotaznicich a podobné
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e, SUKL Vedeni — zaznamy pokracovani
= Neshoda v informacich napri¢ dokumentaci — IP/IS-Logy-Lékafska zprava, sesterské

zaznamy-lékarské zaznamy
%~ Chybéjici zaznamy (,,Note to File“) k nestandardnim situacim

%, Z4dna nebo nelplna deidentifikace zdrojovych zaznam subjektl pfi jejich
poskytnuti zadavateli napt. pfi SAE, dmrti

%, Kopirovani informaci pri vytvareni zaznamu
= Opravy neprovadéeny dle GCP - neni zachovan pdvodni zdznam (pfepis/“bélitko”),

chybi datum a/nebo podpis

=, Zaznamy teploty uchovavani biologickych vzorku - kde, co, za jakych podminek,
identifikace teploméru a daného KH, chybéjici zaznam o vyméné teplomeéru
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S SUKL Vedeni

Q)

Nesoulad s protokolem
*¢ zafazovaci/vyrazovaci kritéria — nelplné hodnoceni, pfedéasné zaznamy

*** neprovadéni Ukonl danych protokolem — vygetfeni, nepodani premedikace, dotazniky, kontrola
mista aplikace IMP...

*¢ nedodrzovani ¢asovych interval( — datum a &as navitévy, Gkony provadéné na navitévé (odbéry
krve, méreni zivotnich funkci, sledovani SH po podani IMP)

=, Zkousejici - postupy pro odslepeni

2.10.All clinical trial information should be recorded, handled, and stored in a way that allows its accurate reporting, interpretation and verification.
8. Essential documents for the conduct of a clinical trial

8.2.17 DECODING PROCEDURES FOR BLINDED TRIALS - To document how, in case of an emergency, identity of blinded investigational product can be
revealed without breaking the blind for the remaining subjects' treatment - zkousejici
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e, SUKL Hodnoceny lé&ivy pfipravek (IMP)

%, Expirace IMP -pft. uchovévéni v centru, vydej domi na del$i ¢asovy Usek
= Doddni IMP do centra/lékdrny — a po schvaleni EK a RA
, Zaznamy
¢ nesoulad v dokumentaci pr. drug accountability log/lékarské zprava/zaznam sestry
+* zdznam teploty uchovavani IMP — kde (zafizeni i mistnost), co, za jakych podminek, identifikace teploméru a daného KH
= Nedostatky Zzadanka/vydejka
¢ chybéjici identifikace KH
+* pouze pro ucely klinického hodnoceni
+* chybéjici datum, ¢as a podpis vydavajici a prebirajici osoby
%, Transport IMP z |Iékarny do centra

+* nedodrzZeni teplotnich podminek transportu
+* nedolozZeni dodrzovani teplotnich podminek transportu

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

LEK 12:

Vydej HLP je mozZny na Zzadanku nebo na recept v listinné nebo elektronické podobé — musi obsahovat vsechny poZadované ndlezitosti dle vyhldsky c.
329/2019 Sb., s uvedenim textu ,Pro ucely klinického hodnoceni” a pfesné oznaceni (identifikaci) KH; Zadanka/listinny recept se pri vydeji opatfi
datem a podpisem vydavajici osoby, Zadanka rovnéZ podpisem prebirajici osoby. Na jeden Iékarsky predpis Ize ucinit pouze jeden vydej HLP, vydej nelze
opakovat, HLP musi byt predepsdn samostatné (ne s ostatni medikaci).
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e, SUKL Nezadouci pfihoda (AE, SAE)

= Opozdéné hlaseni SAE — do 24 hod, od doby kdy se o pfihodé dozvédél
%, Chybéjici zaznam, kdy se zkousejici o SAE dozvedél

 AE — chybéjici zaznamy v ZD, nesoulad ZD a CRF

~ Vyhodnoceni a hldseni AE/SAE

Narfizeni 536/2014 - Clének 41 odst. 2

The investigator shall report to the sponsor all serious adverse events occurring to subjects treated by him or her in
the clinical trial, unless the protocol provides differently. The investigator shall report serious adverse events to the
sponsor without undue delay but not later than within 24 hours of obtaining knowledge of the events, ...

4.11.1.

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.
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S SUKL Monitoring

s, Zprava z SIV (site initiation visit), FUL (follow-up letter)

s, Komunikace mezi CRO a centrem

8. Essential documents for the conduct of a clinical trial

8.3.11 RELEVANT COMMUNICATIONS OTHER THAN SITE VISITS - letters - meeting notes - notes of telephone
calls To document any agreements or significant discussions regarding trial administration, protocol violations,
trial conduct, adverse event (AE) reporting
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e, SUKL Zavér

Kazda nestandardni situace by méla byt zaznamenana a vysvétlena.

Zaznamy, zaznamy, ZAZNAMY!
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DEKUJEME ZA POZORNOST

STATNI USTAV PRO KONTROLU LECIV
Srobarova 48, 100 41 Praha 10

tel.: +420 272 185 111

e-mail: posta@sukl.cz

www.sukl.cz
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