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European legislation valid until the turn of 31st of January 2022 (?)

* Declaration of Helsinki of the World Medical Association (1964, last update 2013)
« Commission Directive 2005/28/EC (GCP Directive)
* European Parliament and Commission Directive 2001/20/EC (CT Directive)

- https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32001L0020
- https://eur-lex.europa.eu/legal-content/EN/TXT/HTML/?uri=CELEX:32005L0028
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Why more regulations and amendments?

Accessibility
improves for
patients

Directive 2001/20/EC

* the effort to harmonize the approval of CTs in the EU
was not successful (25% decrease in applications for
new CTs in the EU in the years 2007-2011)

 the change was prompted by the European
Commission's proposal for a new Regulation in 2012
(Regulation x Directive), approved in 2014, effective
from 31.1. 2022, the launch of the key CTIS portal,
which replaces EudraCT, was expected

Speed up access
to innovative
treatment

Increased
competitiveness and
attractiveness of the
EU

www.czecrin.cz
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New European legislation valid from 31.01.2022

- Declaration of Helsinki of the World Medical Association

» Commission Directive 2005/28/EC (GCP Directive)

» Clinical Trial Regulation No. 536/2014 on clinical trials on medicial products for human use (CT
Regulation)

REGULATION (EU) No 536/+2014 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL - of 16 Apiril
2014 - on clinical trials on medicinal products for human use, and repealing Directive 2001/+20/<EC -

www.czecrin.cz
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Transitional period — legislative perspective

31st January 2022-
30rd January 2022 30rd January 2025 31st January 2025

Directive 2005/28/EC Directive 2005/28/EC Directive 2005/28/EC
Directive 2001/20/EC Directive 2001/20/EC Regulation No. 536/2014
CTA portal EUDRA CT only for approved trial CTIS

before 31st Jan 2022

/

Directive 2005/28/EC
Regulation No. 536/2014
All new applications via CTIS

WWW.czecrin.cz
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! for a transitional period of 3 years
(February 1, 2022 - January 31, 2025),

both the old and new legislation apply !

* For CTs submitted via the "national" route and approved before
31/01/2023, the old Directive applies

» If the CT is not completed (including the final report) by
31.01.2025, it will have to be transferred to CTIS

* From 01.02.2023 it can only be submitted via CTIS (for new CTs, the
new legislation is valid)

- By 31 January 2025, any ongoing trials approved under the Clinical
Trials Directive will fall under the Clinical Trials Regulation.

WWW.czecrin.cz
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Scope and benefits of the Regulation

- Single CTA for multiple member states Acceleration
« Harmonize clinical trials/studies across the EU
- Faster evaluation/authorisation of trials/studies

- Increased transparency and data sharing

Harmonization

Transparency

www.czecrin.cz
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Regulation of the European Parliament and of the Council (EU) No. 536/2014

- Effective immediately in full

- Simplification of administration for contracting authorities, acceleration and efficiency of the
assessment process

* Creation of a unified EU portal Clinical Trials Information System (CTIS) with a new EU CTs
database (not linked to the EudraCT database) - https://euclinicaltrials.eu/search-for-clinical-trials

- Easy search, publicly available data, transparency

+ Each EU Member State has one point of contact (National regulatory authority), submission of
documentation only electronically via the portal, the portal is the only means of communication with

the contracting authority

www.czecrin.cz
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Regulation No. 536/2014 (99 articles, 19 chapters, 7 annexes)

* Main sections for investigators and study centers:

* Art. 2: Definitions (new terms)

* Art. 29-30: Informed consent

* Art. 41: Report of AE/SAE to examining sponsor

* Articles 49-50: Suitability of persons (and places) participating in the implementation of CT
* Art. 57: Basic document CT

* Art. 58: Archiving of the CT essential document (newly 25 years, carriers?)

* Art. 73: Principal investigator

« Annex 3: Safety reporting

www.czecrin.cz
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Regulation No. 536/2014 — definitions:

It applies only to interventional studies.
* Clinical study
* Clinical trial

* ‘Low-intervention clinical trial’

It doesn’t apply to non-interventional studies and trials without medicinal products.

www.czecrin.cz
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Clinical study — definition:

(a) to discover or verify the clinical, pharmacological or other pharmacodynamic effects of
one or more medicinal products;

(b) to identify any adverse reactions to one or more medicinal products; or

(c) to study the absorption, distribution, metabolism and excretion of one or more
medicinal products;

WWW.czecrin.cz
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Clinical trial — definition:

‘Clinical trial’ means a clinical study which fulfils any of the following conditions:

* the assignment of the subject to a particular therapeutic strategy is decided in advance and
does not fall within normal clinical practice of the Member State concerned,;

* the decision to prescribe the investigational medicinal products is taken together with the
decision to include the subject in the clinical study; or

* diagnostic or monitoring procedures in addition to normal clinical practice are applied to
the subjects.

WWW.czecrin.cz
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Low-intervention clinical trial - definition:

(a) the investigational medicinal products, excluding placebos, are authorised;

(b) according to the protocol of the clinical trial,

(i) the investigational medicinal products are used in accordance with the terms of the
marketing authorisation; or

(i) the use of the investigational medicinal products is evidence-based and supported by
published scientific evidence on the safety and efficacy of those investigational medicinal
products in any of the Member States concerned; and

(c) the additional diagnostic or monitoring procedures do not pose more than minimal additional risk or
burden to the safety of the subjects compared to normal clinical practice in any Member State
concerned;

WWW.czecrin.cz
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CTIS

Data provider
for WHO

www.czecrin.cz

CTIS User groups have dedicated work spaces
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industry authorisation *NCAs and ethics

and academia applicants commit. -es
*Mational competent authorities

European
Medicines
Agency

European
Commission

Secure access
7o)
--_,\._j
L

o o o o o o e o o e o e o e e . e e e . e e e e e e e

authority workspace

Member State
User

)

EU CT Database
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The transition period — CTIS perspective

31 January 2023 31 January 2025 cut

CTR Mandatory for new off — all trials

trials and addition of running under CTD
| Member States | cease

EudraCT continues

CTR Transition CTR Transition CTR Transition to operate for
1st year Post CTIS 2"d year Post CTIS 3rd year Post CTIS results reporting
Launch Launch Launch of CTD trials and

global end of trial

www.czecrin.cz
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Clinical Trials Information System - CTIS

©g [@] i@

CTIS training and
support

Online modular
training on CTIS
functionalities

LEARN MORE LEARN MORE LEARN MORE

Guide to CTIS
training catalogue

[1] B A

CTIS Sponsor
Handbook

CTIS Newsletter Information on
the Clinical Trials
Regulation

LEARN MORE LEARN MORE LEARN MORE

www.czecrin.cz

clinical-trials-information-system-key-information-sponsors-ctis_en.pdf
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Registration in Organisation Management System (OMS)

Fill out the application form. The applicant will be listed as the person who applied via the EMA account.

Insert the document according to the EMA instructions in the attachment E - OMS Change Requests)

¥ CR Information Attachments
CR Type

New Organisation v No documents found, click to add +
Request Reason™
v = =
Audit trail
ustihication g Date A Status to ¢ Comment ¢
p
Requestor Karcling Grodova No data available in table
Contact il* 2 -
e karolina.grodova@med.muni.cz
Contact Phone
¥ Organisation Details
Organisation Name* o -~ N -
e.g. European Medicines Agency
Acronym
Organisation Type™ =
¥ Location Details
Address® e i
e.g. 30 Churchill Place

www.czecrin.cz
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Registration in Organisation Management System (OMS)
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When you find your organisation, check that the name and address are correct. If the Organization ID
Is assigned you don't need to do anything else.

Organisation ID
ORG-100029481
ORG-100036390
ORG-1000363390
ORG-1000211384
ORG-1000211384
ORG-100021184
ORG-100021184
ORG-100021184

Organisation Name i
Masaryk Memorial Cancer Institute
Masarykova Nemocnice Rakovnik s.r.o.
Masarykova Nemocnice Rakovnik s.r.o.
Masarykova Univerzita
Masarykova Univerzita
Masarykova Univerzita
Masarykova Univerzita
Masarykova Univerzita

Country *

Czechia
Czechia
Czechia
Czechia
Czechia
Czechia
Czechia
Czechia

Location ID -
LOC-100046753
LOC-100064015
LOC-100057546
LOC-100036186
LOC-100042785
LOC-100045467
LOC-100045465
LOC-100046432

City -
Brno-Stred
Rakovnik
Plzen
Brno
Brno
Brno
Brno
Brno

44 44 page| 1/of 1 M BM

Zluty Kopec 543/7
Dukel Hrdinu 200
Kotikovska 927/19

Zerctinovo Namesti 617/9

Kamenice 753/5

Research Center For Environmental Chemistry And Ecotoxicology

Cernopolni 9
Kamenice 126/3

Address

44 44 page 1ipfl P+ BM

Postcode -

602 00
265 01
323 00
602 00
625 00
625 00
625 00
625 00

Request New Organisation

s

Location status - M¢
ACTIVE 2022-07
ACTIVE 2021-12
ACTIVE 2021-09
ACTIVE 2021-09
ACTIVE 2020-07
ACTIVE 2020-10
ACTIVE 2020-10
ACTIVE 2020-10
S

If you can't find your institution, click on Request New Organisation - bottom right bellow.

Export Results

www.czecrin.cz
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Getting access to CTIS

1. Select your user management approach: the best user management approach for you in CTIS depends on how many trials your
organisation expects to run

2. Ensure you have an EMA account: username and account details for CTIS are provided via EMA Account Management

3.  Register your organisation/trial sites in OMS https://register.ema.europa.eu/identityig/external/registration.jsf#/register

4.  Ensure your medicinal products are registered in xEVMPD

SPOR Home Organisations View Requests Documents

Home / Search Organisations
Export All Organisations | Export All Organisations With History

¥ Hide search
Organisation ID

organisation name
Location ID
Address

City

Postcode

Country 0 Selected ~

Modified Since

L

yyyy-MM-dd

Location status * ACTIVE, INACTIVE ~

www.czecrin.cz
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Documents needed in a PART |

Cover Letter Trial specific information (Part I)

* Information about a clinical study _ _
Trial details
 Protocol

. . Trial identifiers
- Pharmaceutical documentation

. , Trial information
* Investigator’s Brochure

Protocol information
PIP

. Scientific Advice Scientific advice and Paediatric Investigation Plan (PIP)

Associated clinical trials

- Payment

R SpOﬂSOI’/S References

Countries outside the European Economic Area

www.czecrin.cz
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Documents needed in a PART Il

* Necessary cooperation of all centres

* In the case of comments — 12 calendar days for a
correction/addition

 Itis possible to add/correct only once, after which the
entire clinical study must be submitted again

... towards patient-oriented medicine!

Country specific details (Part II - Czechia)

Trial sites

Documents

Recruitment Arrangements

Subject information and informed consent form

Suitability of the investigator

Suitability of the facilities

Proof of insurance cover or indemnification

Financial and other arrangements

Compliance with national requirements on Data Protection
Compliance with use of Biological samples

All documents

www.czecrin.cz
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Workplace in CTIS

« Access to CTIS via EMA’s account

- Lock — always lock to work on the given section—> will ensure that no more people work on the CTA
at the same time

Trial details

Trial identifiers >
Trial information >
Protocol information >
Trial details
ial detail a
Trial identifiers “
Full title (English) * ‘
Clinical Trial for the CTIS Trainin g Programme

* Role PART Il preparer = access to PART Il of all MSC, documents can also be uploaded here.

www.czecrin.cz
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Timeline

h Sponsor Response to CTA RFls

—

Valldatlon Assessment DeC|S|on
Member state
m 10 days 45 days 5 days

A No automatic notifications to sponsor.

www.czecrin.cz
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Past vs. present

Directive 20/2001/ES Regulation 536/2014

National — Regulatory authority (RA) and  CTIS

Ethics committees (EC) (multicentric/local)  PART | = same for all MS
Submission — 2 decisions in each involved EU » PART Il = specific for each MS (evaluated by EC

state esthablished by RA)
=> 1 decision by MS

Deadlines Total 10 + 60 calendar days Total 60 calendar days*
Validation 10 10 (+10 addition by sponsor+5 verification by MS)
Assessment 30/60/60 + 30 (+90) 45 (+12 addition by sponsor+19 verification by MS)
Decision 5 (decision)

Interruption repeatedly - time duration as needed Only 1x - 31 days (12 days for sponsor, 19 days MS)

A * Non-compliance with deadlines by MS = application is considered complete/approved = tacit consent

WWW.czecrin.cz
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Ethics committee

» Ethics committee’ means an independent body established in a Member State in accordance with the law of that
Member State and empowered to give opinions for the purposes of this Regulation, taking into account the views of

laypersons, in particular patients or patients' organisations;
+ A clinical trial shall be subject to scientific and ethical review and shall be authorised in accordance with this

Regulation.

» The ethical review shall be performed by an ethics committee in accordance with the law of the Member State
concerned. The review by the ethics committee may encompass aspects addressed in Part | of the assessment report
for the authorisation of a clinical trial as referred to in Article 6 and in Part Il of that assessment report as referred to in
Article 7 as appropriate for each Member State concerned.

« Member States shall ensure that the timelines and procedures for the review by the ethics committees are compatible
with the timelines and procedures set out in this Regulation for the assessment of the application for authorisation of a

clinical trial.

www.czecrin.cz
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Publicly accessible CTs database

- https://euclinicaltrials.eu/search-for-clinical-trials

C & euclinicaltrials.eu/search-for-clinical-trials B & W [
N Hl inetMU %, SUKL R REDCap M REDCap CZECRIN B Google Translate @4 slovnik P ujcq @ TensioneCRF [ TTV.Cloud @ CTIs ‘5, SUKLCTIS »
Clinical Trials engiish [ CTIS log in v

About v Search clinical trials and reports v CTIS for sponsors CTIS for authorities Support v

# Search clinical trials and reports > Search for clinical trials

Clinical trial search
Search Criteria
Basic Criteria

Contain all of these terms:
Contain any of these terms:

Does not contain any of these terms:

www.czecrin.cz
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Publicly accessible CTs database

« Publicly available information about CTs

... towards patient-oriented medicine!

 Possibility to download published documents - currently not possible to download individually

(@] {3  hitps;//euclinicaltrials.eu/search-for-clinical-trials/?lang=en

Clinical Trials
About v Search clinical trials and reports v CTIS for sponsors CTIS for authorities Support v
#A Search clinical trials and reports > Search for clinical trials

European DisCoVeRy for Solidarity: An Adaptive Pandemic and Emerging Infection Platform Trial (SolidAct)
EUCT number: 2022-500385-99-00

Summary Full trial information ~ Events  Trial Results  Corrective measures  Inspection records

Trial information

AR

English m

e

Conditions(s) SARS-CoV II infection (Coronavirus disease) Member states AT BE CZ FR DE GR HU IE IT LU PT ES NO SK
Sponsor Oslo University Hospital Hf concerned

Trial Phase Therapeutic confirmatory (Phase III) Low intervention study No

Therapeutic area Diseases [C] - Virus Diseases [C02] Population type , Incapacitated population, Emergency situations,
First submitted 15/03/2022 Subjects incapable of giving consent personally,
Last update 02/02/2023 Patients

FIH Ne Transition Trial Yes

Medical device No

3t @

CTIS log in v

Downlead CT

www.czecrin.cz
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Thank you for attention.
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