S SU KL KH dle CTR — PART |

KLINICKA HODNOCENI PROVADENA DLE CTR
536/2014 — POZADAVKY PRO PART |

MUDr. Eva Hruskova Reinova
Ing. lvana Pravdova



5 Su KL KH dle CTR — PART |

Klinicka hodnoceni (KH) provadéna dle CTR 536/2014

* Nove predlozena KH do CTIS
- Od 31. 1. 2023 jiz vSechny nové studie

* Preklapéna KH = Transitional trials (TCT)

- jedna se o KH jez byla schvalena dle Direktivy (Clinical trial directive
2001/20/EC = CTD), ale zadavatel je chce nové preklopit do CTIS a
nadale je jiz provadét v souladu s CTR

e Harmonizované
e Konsolidované
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Nove predkladana KH do CTIS

Part |
Pozadavky na klinickou a preklinickou dokumentaci:

* Pravodni dopis — nutné uvést vSechny relevantni informace
véetné toho, jaky dokument slouZi jako je RSI, Neni nutny v Cj;
dUrazné doporucu1eme uvést seznam predkladane dokumentace
(Ize i jako samostatny dokument)

* Protokol
 Synopse protokolu v Cj
* Investigator’s Brochure nebo SmPC

* Doplnujici dokumentaci, pokud ma zadavatel k dispozici (DMC
Charter; Scientifc Advice, PIP atd.)

* Platba — pozadavek na platbu bude zaslan v ramci validaci

POZOR — NIKDY NE SKEN BEZ MOZNOSTI VYHLEDAVANI
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5 Su KL KH dle CTR — PART |

Nove predkladana KH do CTIS

Part |
Pozadavky na farmaceutickou dokumentaci:

* |IMPD-Q/sIMPD-Q — pro vSechny IMPs i neregistrované AxMPs
* Dokumenty SVP — povoleni k vyrobé/dovozu, prohlaseni QP
o Stitky v éeském jazyce
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Nové predkladana KH do CTIS — Zmeény v pozadavcich
na farmaceutickou dokumentaci

Znaceni (Chapter X):

- Povinnost znacit i auxiliary medicinal products (AxXMP)

- U registrovanych IMPs a AXMP je ve vétsSiné pripadu dostacujici
originalni znaceni registrovaného pripravku (Article 67)

- Povinnost uvadét dobu pouzitelnosti i na primarnim obalu (Annex

VIA.2)

- 6.9.2022 bylo vydano Narizeni komise v prenesené pravomoci,
kterym se méni priloha VI Nafizeni 536/2014 — tato povinnost

byla odstranéna

| Pouze jedina moznost doplnéni chybéjicich informaci a dokumentu

Approval with condition — omezené moznosti pouziti, pouze doplnéni
informaci/dokumentd, o kterych zadavatel nemohl dopredu védét

© 2022 STATNI USTAV PRO KONTROLU LECIV
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Transitional trials (TCT)

Dokument Regulation (EU) No 536/2014 Questions & Answers —
version 6.2 September 2022

» Ohledné transitional trials pojednava kapitola 11 — upraveno v
ramci jednani statu s Evropskou komisi

» Nutné preklopit vSechny studie, které nebudou ukonceny v EU tzn.
maji alespon jedno aktivni centrum v EU do 30. 1. 2025

» 0Od chvile, kdy je studie ,pfeklopena” do CTIS, vztahuji se na ni
vsechny pozadavky dané CTR vcetneé transparency

» Pozor —v QnA uveden termin ,transitioning application”, ale CTR
tento pojem nezna — jedna se o termin pro potreby CTIS — pfi
predlozeni do CTIS nutné zaskrtnou, zda se jedna Ci nejedna o
transitional trial
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Transitional trials (TCT)

Dokument Regulation (EU) No 536/2014 Questions & Answers —
version 6.2 September 2022

» Smyslem neni znovu prehodnocovat jiz posouzenou dokumentaci

» Lze predkladat jen do téch statd, kde jiz byla studie schvalena a ve
kterych aktualné probiha, nové staty lze pridavat az po uspésném
preklopeni studie do CTIS

» U studii, které byly posouzeny v ramci VHP doporucujeme jako RMS
zadat stejny stat, ktery byl RMS i ve VHP

» Lze preklapét pouze ty studie, u nichZ soucasné nebézi posuzovani
dodatkl na narodni Urovni v rdmci EU/EEA dle Direktivy

© 2022 STATNI USTAV PRO KONTROLU LECIV 11.214.11.2022
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Transitional trials (TCT)

Dokument Regulation (EU) No 536/2014 Questions & Answers —
version 6.2 September 2022

11. 5 Question: What are the conditions for switching the
regulatory framework of a trial from the clinical trials Directive to
the Clinical Trials Regulation?

463 Only clinical trials that comply with the principles of the CTR
and the documentary requirements in Annex | can be transitioned.
In order to transition a multinational clinical trial, it is required that all
documents common to all Member States concerned (i.e. those
documents covered by the part | assessment report) other than the
protocol will be harmonised across Members States (e.g. Investigator’s
Brochure, Investigational Medicinal Product Dossier).
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Transitional trials (TCT)

464. With regards to the protocol, sponsors are required to have a
harmonised or consolidated protocol approved under the CTD, prior
to transitioning. A harmonised protocol is one where an identical
protocol that includes identical trial procedures in all countries has been
approved across all EU Member States, whereas a consolidated protocol is
one in which there are differences in procedures in different Member
States, but the protocol document itself is identical) (see: CTFG Best
Practice Guide for sponsors of multinational clinical trials with different
protocol versions approved in different Member States under Directive
2001/20/EC that will transition to Requlation (EU) No 536/2014 ).

465. It i1s the sponsor's responsibility to assess this compliance and
declare in the cover letter that the clinical trial is in line with the
requirements for transitioning from CTD to CTR as referred in point 477
of this Q&A document.

© 2022 STATNI USTAV PRO KONTROLU LECIV 11.214.11.2022
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Transitional trials (TCT)

477. Inthe cover letter, the name of the ethics committee who has given a
positive opinion on the clinical trial under CTD and the EudraCT number
shall be included. It is expected that the ethics committee who carried out
the initial assessment has remained responsible for the assessment of
substantial amendments in the same trial. When this is not the case, the
sponsor shall submit the name(s) of the ethics committee(s) that approved
the latest versions of the protocol.

© 2022 STATNI USTAV PRO KONTROLU LECIV 11.214.11.2022
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Transitional trials (TCT)

Harmonizované KH

- VSechny dokumenty byly jiz schvaleny v jednotné podobé
jednomyslné vSemi ucastnicimi se staty.

- VeétSinou VHP

Konsolidované KH

- Nekteré dokumenty maji narodnée specifické pozadavky, jez jsou
shrnuty v noveé vzniklém dokumentu. Tento dokument musi reflektovat
vSechny jiz schvalené narodni pozadavky jednotlivych stata.

© 2022 STATNI USTAV PRO KONTROLU LECIV 11.214.11.2022
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Harmonizované KH

Predlozi se vSechna jiz schvalena dokumentace (Protokol, synopse
protokolu v Cj, IB nebo SmPC, IMPD, NE DIL) s vyjimkou ndsledujicich
dokumentd, které jsou potreba doplnit nové:

- aktualizované prohlaseni QP
- aktualizované stitky (v pripadé, Ze puvodni uvadéji EudraCT Ccislo)

POZOR - Ve vsech dokumentech je potreba zménit EudraCT number
za EU number, jez vygeneruje CTIS.
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Konsolidované KH

Predlozi se vsechna jiz schvalena dokumentace + konsolidovana
dokumentace (Protokol, synopse protokolu v Cj, IB nebo SmPC, IMPD,
NE DIL) s vyjimkou dokumentu, které jsou potreba doplnit nové.

V privodnim dopise je nutné uvést, které dokumenty jsou
konsolidované.

U konsolidovanych dokumentl se v pravodnim dopise popisi prislusné

zmeny.

e Napl. do protokolu doporucujeme dat sekci , National
Requirements”, kde budou uvedeny pozadavky jednotlivych stata.
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Konsolidované KH — aktualizovana farmaceuticka
dokumentace

- Q-IMPD — u aktualizovaného dokumentu vyznacit zmény
formou revizi nebo prilozit souhrn zmén

- Aktualizované prohlaseni QP — musi byt vydano pro danou studii (EU
CT Cislo misto EudraCT)

- Aktualizované stitky v ceském jazyce — ¢islo protokolu nebo EU CT
Cislo jako referencni kdd umoznujici identifikaci daného KH

© 2022 STATNI USTAV PRO KONTROLU LECIV 11.214.11.2022
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Transitional trials (TCT)

Dokument Regulation (EU) No 536/2014 Questions & Answers —
version 6.2 September 2022

11.6 Question: How shall a sponsor proceed in case of mono-
national clinical trials?

469. Answer. The sponsor shall submit an initial application
(article 5 of the CTR) which relies on the existing dossier already
assessed and authorized by the Member State. The process will
require a new cover letter and all application data (Part | and I1) to be
completed in CTIS.
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Transitional trials (TCT)

470. For Part I, the latest authorised versions of the following documents
need to be provided as a minimum in the transitioning clinical trial application:

« protocol (as authorised by the Member State in question);
* Investigator’s brochure (IB);

« Good manufacturing Process (GMP) relevant documents;
 Investigational medicinal product dossier (IMPD);

« documents related to non-investigational medicinal products (i.e. auxiliary
medicinal products under the CTR), (if applicable).

471. For Part 11, the latest authorised versions of the subjects' information
sheet and the informed consent form are those documents that are required as a
minimum.

472. 1t is important that the sponsor submits the additional
documentation on top of what is being required in point 470 and 471 in
the transitioning clinical trial application, if these documents are
available.

© 2022 STATNI USTAV PRO KONTROLU LECIV 11.214.11.2022
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Transitional trials (TCT)

454, \When the sponsor cannot provide certain documents listed In
annex | of the Regulation, it should upload a blank document
clarifying that this aspect was assessed by National Competent
Authority (NCA) and/or Research Ethics Committee (REC) and
therefore is covered by the conclusion of the assessment under the
CTD.

455.Documents that were been replaced by a blank document will
need to be submitted as part of the first substantial modification
application after the authorisation of the transition application.
If the first substantial modification to the application is a part |
change, the sponsor should complete all elements related to Part | of
the dossier. If the first substantial modification would be a part 11
change, the sponsor should complete all elements related to part 1l
of the dossier.
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Transitional trials (TCT)

11.7 Question: How should a sponsor proceed in case of
multinational clinical trials?

479. Answer: A multinational clinical trial approved under CTD is a
trial conducted in different Member States under the same EudraCT

number.

480. If clinical trials conducted under the same EudraCT number In
different Member States are not sufficiently harmonised, a sponsor
needs to harmonise them via substantial amendments under CTD in
order to be able to transition them as one trial under the Clinical Trials
Regulation. (see: CTFG Best Practice Guide for sponsors of
multinational clinical trials with different protocol versions approved in
different Member States under Directive 2001/20/EC that will
transition to Regulation (EU) No 536/2014 ).

© 2022 STATNI USTAV PRO KON UL
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Transitional trials (TCT)

481. Alternatively, for trials where full harmonization of the protocol
to be submitted in the part | of the application can not be achieved due
to different national requirements, a sponsor needs to prepare a
consolidated protocol (reflecting the common core provisions and
capturing the minor differences as regards the nationally authorised
trials

485. The sponsor shall submit an initial application (article 5 of the
Clinical Trials Regulation) which relies on the existing dossier
already assessed and authorized by the Member States. The process
will require a new cover letter and all application data(Part | and Il) to
be completed in CTIS.
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Transitional trials (TCT)

In order to switch the regulatory framework applicable to a
multinational trial from the Directive to the Regulation, for Part | and
In accordance with Article 5 of the CTR, the latest authorised versions
of the following documents need to be provided as minimum in the
transitioning clinical trial application.:

« Harmonised or consolidated protocol;
 |IB (latest harmonised version);

* GMP relevant documents;

« |IMPD (lastest harmonised version);

« documents related to non-investigational medicinal products (i.e.
auxiliary medicinal products under the CTR, if applicable).

486. For part Il, the latest approved versions of the subjects'
Information sheet and the informed consent form are those documents
that are required as a minimum in the transitioning clinical trial

application.
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Transitional trials (TCT)

487. 1t 1s important that the sponsor submits the additional
documentation on top of what is being required in point 484 and
485 In the transitioning clinical trial application, if these documents
are available. When the sponsor cannot provide certain documents
listed in annex | of the Regulation, it should upload a blank document
clarifying that this aspect was assessed by National Competent
Authority (NCA) and/or Research Ethics Committee (REC) and
therefore is covered by the conclusion of the assessment under the
CTD. Updates to those documents will be required in line with Q&A
11.9. Redacted versions of the documents are expected when necessary
In compliance with transparency requirements (see Q&A 11.14)
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Transitional trials (TCT)

488. Documents that were been replaced by a blank document will
need to be submitted as part of the first substantial modification
application after the authorisation of the transition application. If
the first substantial modification to the application is a part | change,
the sponsor should complete all elements related to Part | of the dossier.
If the first substantial modification would be a part Il change, the
sponsor should complete all elements related to part 1l of the dossier.
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Transitional trials (TCT)

11.12 Question: What should a sponsor do Iin case an urgent
substantial modification is required after the submission of the
application for transitioning a clinical trial to the Clinical trials
Regulation?

502. Answer: A sponsor should take necessary measures and inform
the Reporting Member State (RMS) and other Member States
concerned. A RMS may decide to speed up the transitioning procedure
to allow a sponsor to introduce an application for a substantial
modification under the Regulation. The RMS may also advise the
sponsor to withdraw the request for transitioning the trial and
submit the request for substantial amendment under the Clinical
Trials Directive. The sponsor can then resubmit the request for
transitioning the trial once the decision on the substantial amendment
by all MSC under the CTD is issued.
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Transitional trials (TCT)

11.13 Question: What are the applicable transparency
requirements?

503. Answer: Documents submitted by the sponsor in the application
dossier for the transition of a clinical trial to the Clinical Trials
Regulation will fall under the transparency requirements, as any
other application dossier, and will be made publicly available.

504. Notifications and reports issued under the CTD for an
ongoing trial do not fall retroactively under the transparency
requirements (e.g. inspection reports, notifications) and do not need
to be introduced into CTIS.

505. Any new notification as of the moment of the transition of a trial
will fully fall under the transparency rules of the Clinical Trials
Regulation (the transparency rules applicable to the Portal will apply to
them, including deferrals for making certain documents publicly
available).
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Nedostatky CTIS

Nelze nahrat soubory vétsi nez 10 Mb

Nelze nahrat Zipy

Datum zahajeni studie nelze zadat zpétné — problém u TCT — dat
jako datum zahajeni datum schvaleni v CTIS (QnA odst.494)

* Pri kazdé resubmission se zméni posledni dvojcCisli u EU number
e CTIS Casto pada — lapsed studies — snaha o reSeni mimo CTIS

* Notifikace chodi i tém statiim/zadavatelim, kterym nepatfti

* Problémy s OMS

* Pretizenost EMA service desk
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Dotazy k CTR na ctis-dpo@sukl.cz




