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The latest version of the Best Practice Guide (BPG) has been updated to incorporate significant
revisions aimed at improving clarity, regulatory alignment, and providing practical guidance for
stakeholders. This updated version also includes an annex with essential tips for working both
within and outside the Clinical Trials Information System (CTIS), reflecting the most recent
regulatory changes and user needs.

One of the primary updates in this version involves the incorporation of the latest references to
ensure full alignment with European Union guidelines. These updates include references to the
current EudralLex regulatory framework and the Clinical Trials Coordination Group (CTCG) Best
Practices.

A significant portion of the update focuses on content enhancement and the clarification of
procedures, particularly concerning substantial modifications (SMs) and additional Member State
Concern (MSC) applications. The revised guide now clearly states that these updates apply to
all substantial modification applications, not only those involving the addition of a new
Investigational Medicinal Product (IMP). This change ensures that stakeholders are aware of
the broader scope of SM applications and the necessary steps to remain compliant.

Additionally, corrections have been made to Table 1, ensuring that the information it contains is
both accurate and up-to-date with current regulatory requirements. Visual aids in Figures 1-6
have also been further clarified, providing users with clearer guidance on navigating the various
application types within the CTIS.

An important addition to this version of the Best Practice Guide is the annex, which provides
practical tips for working efficiently within and outside CTIS. This annex serves as a quick-
reference tool for stakeholders, offering clear, actionable advice on how to navigate the platform
and manage tasks effectively. The tips outlined are designed to optimize workflows, improve
user experience, and ensure regulatory compliance across all stages of clinical trial
management. By streamlining both internal processes within CTIS and external regulatory
activities, the annex aims to support users in fulfilling their obligations with greater ease and
efficiency.
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Best Practice for Member States participating in the joint
action CT-CURE as RMS or MSCs in multinational COVID-
19 Therapeutic Trials

The following multinational trial applications (1 and 2 below) investigating the efficacy and
safety of novel COVID-19 therapeutics submitted to the Clinical Trials Information System
(CTIS) under the Regulation (EU) No 536/2014 (here called the Clinical Trial Regulation,
CTR) are eligible for expedited assessment and inclusion in the joint action CT-CURE under
EU4Health.

Novel COVID-19 therapeutics, including those not being vaccines but intended to be used as
pre-exposure or post-exposure prophylaxis, are defined as i) investigational medicinal
products (IMPs) without marketing authorisation, ii) IMPs with marketing authorisation for a
different indication than COVID-19-related indications and iii) COVID-19 therapeutics with a
marketing authorisation used with a new posology or in novel populations, e.qg. in children.

The project aims at expedited timelines for the assessment of COVID-19 therapeutics in
multinational clinical trial applications. All CT-CURE participants in the expedited timelines
assessment involved in the task to act as RMS or MSC in Work Package 6 are committed to
follow this Work Package 5 Best Practice.

While the review will be faster for the CT-CURE applications, it should be emphasised that
the expedited assessment must not compromise the quality of the scientific and ethical
review as outlined in Article 4 of the CTR.

1. New initial clinical trial applications and applications adding additional
Member States to an authorised CT?

Alternatives A and B below should both be fulfilled. Alternatives C and D describe alternative
submissions to an initial full application (Part | and Part II), after the trial has been authorised
in at least one MSC. Note that D is restricted to situations when the RMS raises an RFI
proposed by the Additional MSC in Part 1.

Member State Participants of the CT-CURE agree to expedite the assessment by
RMS/MSCs, for which alternatives B-D will all be elements of the CT-CURE project
Technical Work Package 6.

A. At least two Member States Concerned (MSCs)

B. Full initial submission (both Part | and Part Il, see CTR Articles 6
and 7 as well as Annex |) submitted to at least one MSC

C. Partial initial submission (Part | only) to other MSCs with later Part
Il submission (see CTR Article 11). Note rules for these submissions
described in EudraLex volume 10 Questions and Answers
Document - Regulation (EU) 536/2014

1In cases where the CT was authorised according to the Directive 2001/20/CE related national
legislation, transition to CTR according to guidance at EudraLex vol 10 is needed.
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D. Transition of trials under the CTR into CTIS of consolidated or
harmonised, earlier authorised trial Part | documents
(protocol, Investigator’s Brochure etc) as well as earlier authorised Part
Il national documents (see EudraLex volume 10 Guidance for
transition of clinical trials from the Clinical Trials Directive to the Clinical
Trials Regulation or later updates of this document and under CTCG,
HMA, Key Documents List Best Practice Guide for sponsors of
transition multinational clinical trials including the Annex | cover letter
and Annex Il on fees for transitional trials

E. Additional MSC submission after at least one MSC has authorised the
trial through an initial application (see CTR Article 14). This option is an
alternative to submit a partial initial submission (Part | only) taking into
consideration that substantial modification applications are not possible
in the Go-Live version of CTIS before MSCs receiving a partial initial
submission have also received the later Part Il submission and
concluded the procedure with a decision

2. Substantial modification applications

Member State Participants of the CT-CURE agree to expedite the assessment by
RMS/MSCs for all substantial modification applications, including those where a
novel COVID-19 therapeutic in a previously authorised platform/adaptive trial.

Identification of trials suitable for CT-CURE

A. Best practice horizon scanning when sponsor seek rapid central scientific advice on new
COVID-19 therapeutics. Support should be sought by EMA’'s Emergency Task Force
(ETF)/Committee for Medicinal Products for Human Use (CHMP) to inform organisations
seeking central advice at an early stage about CT-CURE in a short statement attached to the
answers to the questions raised, encouraged to plan trial submission in cooperation with the
intended Member States Concerned. The Member State Expert representing the Clinical
Trials Coordination Group (CTCG) in ETF (WP 5 Lead) will share information via secure links
among all Affiliated Member States on relevant products for which clinical trials are planned
in EU/EEA.

B. Best practice horizon scanning and sharing of information via secure links among all
Affiliated Member States when approached by an organisation or future trial sponsor to
discuss a new COVID-19 therapeutic in national or simultaneous (organised by the EU-IN,
EU Innovation Offices) national scientific advices.

C. Other events proposed by the WP 2 on Dissemination of information on the CT-CURE
Project informing future clinical trial sponsors about the project.

The role of sponsors in CT-CURE

Sponsors should be encouraged to submit complete trial application dossiers, since these
will not require any Validation Request For Information (RFI). In addition, high-quality
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dossiers not requiring an assessment RFI on scientific and regulatory matters will benefit
most from the accelerated timelines. Since CTIS implementation of Part | only submissions is
not yet in line with CTR Questions and answers published at EudraLex volume 10, full dossiers
including Part | and Part Il are preferred. No rolling reviews or similar step-by-step
submissions of trial applications are included in CT-CURE.

Sponsors are encouraged to i) seek central scientific advice at ETF ii) discuss the planned
dossier with intended Member States Concerned prior to the application submission in
national or simultaneous advices in several countries, iii) inform the proposed Reporting
Member State as well as all other intended Member States Concerned about the planned
submission date, preferably at least two weeks in advance and to submit full Part | and Part Il
Cs participating in CT-CURE. If sponsors include NON-CT-CURE Member States, they are
recommended to check in advance if these non-members are ready to follow the CT-CURE
timetable.initial applications to all MS

After validation, the assessment timeline for CT-CURE trial applications is anticipated to be
substantially shortened compared with the maximum timelines provided in CTR. The
variations depend on the application procedure (see Table 1). Note that the procedures
without a legally defined validation in CTR reviewing the completeness of the submitted
application require this step to be done early during assessment, which will appear as a less
accelerated timeline but is important to allow sponsor to correct mistakes during submission.

Organisations involved in each Member State Concerned
assessing and deciding upon the clinical trial applications

In each Member State clinical trial applications should be assessed and decided upon by the
appropriate national organisations, e.g. the National Competent Authority and an Ethical
Review Authority or other ethics committee as outlined in the Member State National law.
Importantly, CT-CURE Member States should be dedicated to involving ethics committees in
the accelerated timelines, both regarding Part | and Part Il. If the assessment of Part Il is not
expedited, the decision on the trial cannot be expedited compared to the maximum timelines
in CTR and the main objective of CT-CURE will not be met. Ethics Committee assessors
could consider starting assessment of the application dossier already during validation in
order to be able to meet the short timelines provided. Ethics Committees need to be
subcontractors or affiliated organisations to receive compensation for the work performed. In
order to make it possible for Ethics Committees to participate in CT-CURE and plan their
assessment meetings, a fixed deadline date for all assessment subphases as shown in Figs
1-6 will be developed by the RMS to ensure maximum predictability for all parties involved
(see below). This means that if an earlier subphase delivers before the specified date, the
following subphase(s) dates still remain. However, the total assessment deadline should not
exceed what is specified in Table 1.

Each Member State should make a single decision on the clinical trial application.
Note that Partial initial submission of a Part | only application cannot be decided upon before

the later Part Il submission and subsequent Part Il Assessment Conclusion (see CTR
Articles 7 and 8 as well as Annex |) is finalised. This CTR Article 11 procedure does not
include a separate Validation Phase, why the first five days are provided for a quick RFI if
validation matters regarding the Part Il Dossier are identified. Also the SM Part Il only does
not include any legally defined Decision phase, why CTIS has reserved time for this during
the last five days of the Assessment Phase.
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Table 1 Number of Calendar Days used to calculate Expedited CT-CURE Assessment fixed

date subphase timelines

Application Regulation (EU) CT-CURE Reference to Timeline for CT-
procedure No 536/2014 Fixed date Figures illustrating | CURE expressed
Maximum timeline T the re_spe_ctive as a percentage
for Assessment timeline™ for application of the Regulation
without RFI Assessment assessment maximum timeline
without RFI subphases for the
(Wlth RFI within (W|th RFI within Assessment
brackets) brackets) phase
days (with RFI within
(d2ys) (days) brackets)
(%)
Initial full of partial 45 (76) 16 (37 including Fig. 1 36% (49%)
application (Part I) 12 days for
only (at least one sponsor response)

MSC receiving a
full dossier — both

Part 1)**
Later 45 (76) 21(42including 12 Fig. 2 47% (55%)
complementary days for sponsor
Part Il for initial response)
Part | only
application***
Transition to 45 (assessment 5 (assessment RFI Fig. 3 (assessment RFI
CTR/CTIS of trials RFI not not not anticipated)
authorisgd under anticipated) anticipated)****
CTD/national law
Additional 47(78) 23 (44 including Fig. 4 49% (56%)
MSC*** 12 days for sponsor

response)
SM Partland Il, 38 (69) 16 (37 including | Fig 5 (PartlorPart1 &| 42% (54%)
Part | only or Part 12 days for sponsor 1))
Il only***** response)

Fig 6 (Part Il)

* Fixed timelines proposed by the RMS at the end of the Part | validation phase specifying the deadline date for
each assessment subphase shown in the Figs. 1-6 enable Ethics Committees to schedule assessment meetings.
If the RMS and all MSCs, including all national competent authorities and ethics committees, agree, shorter
assessment timelines could apply for individual clinical trials.

**Note that CTIS has not yet fulfilled the interpretation of the CTR QnA adopted by CTAG (published at EudraLex
Volume 10) that both MSCs receiving Part | & Part Il and Part | only should be involved in reviewing a later Part |
substantial modification. At present, sponsors are blocked from submitting an SM Part | application before all initial
MSCs have received full dossiers. For this reason, sponsors are encouraged to submit both Part | and Part Il
dossiers to all MSCs participating in CT-CURE until an acceptable work-around is implemented.

*** procedure without legally defined validation phase may require an early additional assessment RFI with a
short sponsor response time if the application is not complete (valid), which means that the sponsor has a
chance to correct this aspect before the main, scientific assessment RFI. For all other procedures (without ***) a
separate validation procedure (10 days for initial application and 6 days for substantial modification applications)
is defined in the Regulation, prolonging the validation phase with an additional 15 days if a validation RFI is sent
by the RMS including time for the sponsor to respond (10 days).

**** |n 2024 modified as described in the CTCG Recommendations to sponsor on Transition of trials from CTD

to CTR applying a single step review without any assessment phase allowing decision on earlier approved CTD
documents to be made directly after validation.***** Procedure without legally defined decision phase,
implemented in CTIS as setting aside the last five days of the assessment to the decision.
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Fig. 1 NEW TRIAL APPLICATION (PART | AND PART Il OR PART | ONLY)
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Fig. 3 CTR TRANSITION OF TRIALS AUTHORISED UNDER CTD/NATIONAL LAWS
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Fig. 4 ADDITIONAL MEMBER STATE CONCERNED
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Fig. 5 SUBSTANTIAL MODIFICATION PART | AND PART Il OR PART | ONLY
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Decision on eligibility and inclusion of trials in CT-CURE, selection of
Reporting Member State during the initial application validation phase
and preparing a fixed timeline for the expedited assessment
subphases

Decisions on CT-CURE inclusion of a particular clinical trial application (see criteria above —) will
be made during the first 6 days selecting a Reporting Member State with the task to coordinate
Part | during the Part | and Part Il common validation phase, as outlined for new clinical trial
applications in CTR Article 5. Importantly, if only one MSC is willing to be RMS, this time window
is shortened to three days, see below.

When selecting the RMS, reaching a balanced work-sharing between CT-CURE Member States
for this task should be taken into consideration, in line with the algorithm for work-sharing of
RMS-ships in CTIS. If another MSC participating in CT-CURE with a lower workshare for RMS-
ships than the one proposed as RMS by the sponsor is willing to act as RMS, this should be the
preferred choice to avoid that only a limited number of MSCs will get experience to act as RMS in
the CT-CURE project. The willing RMS candidate does not have to receive a full Part | and Part Il
application, but at least one MSC among the MSCs receiving the initial application should
receive a full trial application. Later Part Il application submission to MSCs receiving Part | only
should be done promptly not to block subsequent SM applications.

When an MSC considers the application to be eligible for CT-CURE and expresses willingness
to be RMS during Days 0-3 after the initial clinical trial submission, that MSC should
communicate this in CTIS using the ‘justification free text box’ and also explain that an
accelerated assessment according to the CT-CURE Best Practice applies. Note that MSCs not
willing to be RMS should still communicate that the trial has been identified as eligible for CT-
CURE in the ‘justification free text box’.

If only one MSC is willing to be RMS at the end of Day 3 after trial submission, this MSC will be
selected immediately, and the validation phase will proceed.

If several CT-CURE Member States are willing to act as RMS, the decision is taken during Days
4-6 after the application submission. If no agreement is reached, the MSC proposed by the
sponsor is selected. Preferably, CT-CURE Member States should not object to another CT-
CURE Member State willing to act as RMS in respect of the work-sharing algorithm. The RMS
controls when considerations are sent to the sponsor as a Request for Information (RFI) during
the Assessment Phase for Part |, why it is preferable that a Member State participating in CT-
CURE will act as RMS to succeed in accelerating assessment timelines. At the same time, a
non-participant Member State could agree to follow the CT-CURE Best Practice. All MSCs
participating in CT-CURE have the responsibility to follow the CT-CURE accelerated timelines
for Part Il assessment.

The RMS should inform all MSCs, also those outside the Member States participating in CT-
CURE, about the anticipated target dates in line with this Best Practice document for the Part |
and Part Il assessment phase already during the validation phase (preferably both in an e- mail
to the respective MSC national contact point at the end of validation and as an early assessment
regulatory consideration shared with all MSCs already Day 1 of the assessment phase) and add
this list of fixed due dates for assessment subphases as a separate document named Expedited
Assessment Subphase Fixed Dates to Draft Assessment Report using upload slot for
Introduction DAR template. A fixed timeline specifying the dates for the expedited assessment
subphases shown for the different procedures in Figs. 1-6 should be prepared by the RMS and
shared with all MSCs and the sponsor via secure Eudralink communication.
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When selecting these dates, the timelines specified in Figs. 1-6 should be respected and no task
should fall on a weekend or official holiday of the RMS (see below under Calculation of due
dates based on the agreed accelerated assessment timeline),

Note that the RMS should always wait until all MSCs have entered their validation
considerations relating to Part | and Part Il, i.e. Day 7 after the application submission unless the
task has been completed by all MSCs earlier. Speeding up the procedure before MSCs confirm
that they completed their validation is counterproductive, since this prevents both CT-CURE
Member States and non-CT-CURE Member States to carefully validate the Part | and submitted
Part Il dossiers. Taken together, this means that the Validation phase has not been agreed to be
substantially shorter in CT-CURE applications compared to other submissions.

Assessment of eligible trial applications —non-CT-CURE Member
States as MSCs

Note that Member States outside the CT-CURE patrticipant Member States acting as RMS/MSC
for CT-CURE trials (Work Package 6) have not formally agreed to the accelerated timelines for
Part | and Part Il assessment in this Best Practice. As for Part |, the RMS decides on the
timeline for assessment, whereas for Part I, and as a consequence, for the decision based on
the conclusions on Part | and Part Il, no such expedited timelines have been agreed beyond the
15 Member States that are represented in this Joint Action Consortium.

Broad agreement on the expedited timelines should be sought for trials on COVID-19
therapeutics also involving Member States not participating in the Joint action CT-CURE, but
these MSCs decide independently if they intend to follow the accelerated assessment timelines
for Part Il or not. As stated above, sponsors are encouraged to discuss with non-CT CURE
Member States before choosing to include them in a CT-CURE application as Member States
concerned. Best Practice Updates are shared with CTCG and CTEG/CTAG and used in Training
of assessors from National Competent Authorities and Ethics Committees.

The accelerated timelines for Part Il and the decision on the application are likely only to be
respected by Member States participating in CT-CURE. At the same time, it is expected that all
Member States are willing to support the expedition of the assessments of high-quality, well-
constructed applications for critical trials with promising novel COVID-19 therapeutic products.

Calculation of due dates based on the agreed accelerated assessment
timeline

All timelines are calendar days counted in the same way as for other due dates in CTR taking
Regulation (EEC, Euratom) No 1182/71 into consideration. This means that the task is moved to
the next working day if it falls on a weekend or on an official holiday/legally defined vacation day.
The RMS national calendar applies during the assessment Part | phase, whereas during the
decision phase and Part Il assessment phases each MSC applies its own national calendar.
Another rule for this way of calculating due dates is that each task spanning over several days
should always include at least two consecutive working days. Note that for the CT-CURE project
a fixed timeline defining the dates of all deadlines for the respective Part | assessment subphase
will apply. This means that if a task is fulfilled earlier, the already fixed date for the subsequent
subphase still applies.
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Timelines not possible to follow due to problems with CTIS

As applicable for CTIS, critical database problems with an impact on the workflow as well as any
substantial downtime of the system during working days will result in prolonged timelines. At the
same time, both the RMS and MSCs should seek work-around opportunities trying to adhere to

the agreed timelines if possible.

Rules for considerations and Requests for Information during
validation and assessment

All participants in the task acting as RMS/MSC in WP 6 are expected to follow the CTCG Best
Practice on considerations/RFIs, which describes that these should be restricted to issues that
could lead to the rejection of the application or, in exceptional cases, to an authorisation with a
condition, which should explicitly describe how the sponsor should proceed (via a non-substantial
substantial modification or a substantial modification application).

Agreement on circulation of the Draft Assessment Report by the RMS
to all MSCs and on the Draft Assessment Report and Final
Assessment Report contents

The CTCG Best Practice relating to the Draft Assessment Report (DAR) and the Final
Assessment Report (FAR) should be followed, which sets a common understanding for what
should be included in the assessment report. However, for the expedited assessment timelines
in CT-CURE, no other agreements on the application assessment phases should apply, i.e. for
an initial trial application the i) initial assessment phase when the RMS circulates the DAR
should end Day 7 after the Validation Date instead of Day 26, ii) the coordinated review
providing considerations from all MSCs should end Day 13 and be followed by iii) a consolidation
phase for the RMS/MSCs ending Day 16 after the coordinated review (calendar days after
validation). This means that considerations by MSCs later than Day 13 will not be forwarded in
an RFI to the sponsor.

All assessment subphase procedures are clarified in the Table 1 and Figs. 1-6. See also the
Annex - Practical tips from CT-CURE on how to work within and outside the Clinical Trials
Information System (CTIS) assessing trial applications with expedited timelines.

If the RMS decides to send considerations to the sponsor as a Request for Information (RFI), the
maximum CTR timeline for the sponsor’s response still applies (12 days), but the subsequent
assessment of the response by the RMS and MSCs is accelerated as shown in Figs 1-6.

Importantly, a late response by the sponsor should not impact the RMS/MSCs fulfillment of this
CT-CURE best practice. Also, a maximum 50 days extension of the assessment timelines for
consultation with experts should be possible for e.g. Advanced Therapy Medicinal Products
(ATMPs) and Products listed in point 1 of the Annex to 726/2004.

Decisions on clinical trial applications

Decision phase timelines follow the maximum timelines implemented in CTIS according to CTR.
Note that if an MSC receives an initial Part | only submission, this MSC cannot make a decision
on the trial before a subsequent Part Il submission has been received and assessed. Thus, this
Best Practice should be considered to be fulfilled already at the notification of the first decision
by an MSC that received the full application for such Part | only initial submissions.

10
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Annex - Practical tips from CT-CURE on how to work within and
outside the Clinical Trials Information System (CTIS) assessing trial
applications with expedited timelines

Practical tips on how to identify CT-CURE trials and how to communicate between RMS, MSCs
and sponsor. These recommendations are based on testing the CT-CURE Best Practice on
expedited assessment in the CTIS Sandbox/Training Environment.

Practical tips from CT-CURE on how to work within and
outside the Clinical Trials Information System (CTIS)
assessing public health emergency trial applications with
expedited timelines

( Ann Marie Janson Lang )

Funded by the
European Union (0 LAKEMEDELSVERKET EU(AHedlth CT Cure

Member State Assessment Timelinesin Clinical Trials Regulation — public health emergency applications

Clinical Trials Regulation — preamble (8): all timelines are maximum in order to allow
faster assessment of trials in public health crisis

Make fast decision on trial
application related to public

health emergency ‘

Verify adequate scientific
and ethical quality of
planned trial ‘

/ \ Article 3
General principle

A clinical trial may be conducted only if:
(a) the rights, safety, dignity and well-being of subjects are protected and prevail over all other interests; and

(b) it is designed to generate reliable and robust data.
Funded by the
Sl 2 EU(AHedIth CT Cure
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CTIS lacks important functionalities required for review of Public Health Emergency trial application

CTIS generates tasks for Member States Concerned specifying due dates in line with CTR
maximum timelines

The following additional CTIS functionalities could ensure a more efficient accelerated Public
Health Emergency trial application review:

Necessary overview for MSCs and sponsor of fixed due dates set by the RMS for accelerated
assessment subphases

Additional assessment tasks/notifications and MSC completion status notification should be
generated if a second assessment RFI sent to the sponsor, e.g. to facilitate expedited procedures
without validation phase

Name of Added Member State should appear on tasks and notifications — required for overview if
several Additional MSC procedures at the same time

Funded by the
European Union 3 EU(’Hedlth c-r cure

Proposed alternative ways to communicate within and outside CTIS as workarounds

CT-CURE identified alternative ways to communicate within and outside CTIS on agreed application
procedures with expedited assessment (below entity performing action within parenthesis)

Communicate identified ‘public health emergency trial status’ to all MSCs in CTIS free text fields
(justification, discussion) during RMS Selection (each MSC)

Inform MSC national contact points and sponsor about fixed dates for expedited assessment
subphases secure Eudralink at end of validation phase (RMS)

Communicate list of fixed dates for expedited timelines in document uploaded to CTIS (RMS)
1. associated document with an early assessment consideration preferably Assessment Day 1
(category ‘regulatory’, ‘clock stop’). Not sent to sponsor if no other consideration raised in
RFI to avoid assessment phase prolongation
2. added separate additional document nhamed Expedited Assessment Subphase Fixed Dates to
Draft Assessment Report using upload slot for Introduction DAR template

Funded by the
European Union " EU(’,Hedlth CT Cure
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Initial trial application— Part| and Part Il or Part| only

Validation Assessment Part | NOtlﬁcatIOﬂ
Emergency Compare maximum WIIEIRGETETs sl [fe=1ale])]

application timeline (CTR) 45

RMS proposed d ays

Validation Gonsaldaton -m

H‘—PQ—’4——P4——-’4—P Q—"

6

Assessment Part ||

National MSC assessment |
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Funded by the

European Union 5 EU(AHedIth CT Cure

Initial trial application— Partl and Part Il or Part| only

Validation Assessment Part | Notlﬁcatlon
= . Initial trial application

theapeutis Compare maximum

application dossier

RMS proposed timeline without
RFI (CTR) 45 days

Validation

| Validation _ 3
®Ets ALL MSCs during initial 3 days of
validation (RMS selection):
» Check application dossier (cover
letter, trial details including
central/national scientific advice)

* Notify all MSCs national contact
points on emergency situation
trial application in CTIS using the
justification field for providing
willingness or unwillingness to be
RMS

Assessment Part Il

Funded by the

European Union 6 EU(AHedIth CT Cure
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Initial trial application— Part| and Part Il or Part| only

Ve el " e I RMS willingness: If > 1 MSC willing or
‘ Fanpeeia Compare maximum IESLIE Spateation : '~ none willing:

opwedegll  timeline without « Communicate in free text field
o AR E AL 1 ’discussion with MSCs’ that the
application is a PHE trial
* Note that only those assigned to
the task ’agree RMS’ will see the

Willing

candi-

RMS ot / discussion field!

Assessment Part |l \‘f’f’f

After selection, RMS sends an e-

mail/Eudralink to all MSCs national

contact points on application status:
public health emergency (PHE) trial

Funded by the 5 .

European Union app“cat'on

; EU(AHedIth CT Cure

Initial trial application— Partl and Part Il or Part| only

All MSCs should inform RMS if the

Validation Assessment Part | g e Notification ; SR ! ne
— | covo s E . Initial trial application ~ ’document validation consideration
feavu i | ~OTTDATE Maximum step completed (not before RMS
RMS proposed timeline without

RFI (CTR) 45 days selection) = allowing RMS an
’ overview with information if all MSCs
finished before the due date (Day 7)
RMS should communicate via e-
mail/Eudralink when validation fixed
dates for expedited assessment
subphases ended. Send to:
* CTR national contact point at
Eudralex volume 10 and
* sponsor (see contact address in
application)
No subphase due dates on weekends
or RMS national holidays (Regulation
(EEC, Euratom) No 1182/71)

Validation

Willing
RMS
candi-

Funded by the

European Union 8 EU(AHedIith CT Cure

CTR national contact point at EudraLex volume 10

14



Initial trial application— Part| and Part Il or Part| only

application dossier
RMS proposed

timeline without |
RFI (CTR) 45 days

Validation Consoldation 3
1315

Validation Assessment Part | g — | Notification
—— ] covo10 : Initial trial application i
therapeutics Compare maximum

pedited
assess-
ment
timelines

National MSC assessment

Funded by the
European Union

Final report Sep 30 2024

When the assessment phase starts,
the RMS should upload the fixed
dates subphase due dates Day 1 of
the assessment (same as
communicated by mail/Eudralink at
end of validation) using the
consideration category ’regulatory’ /
’clock-stop’ = ensuring that time table
can also be found within CTIS

If there are other assessment
considerations, an RFI will be sent to
the sponsor including the expedited
assessment dates in the main RFI
sent to the sponsor Day 16. If there
are no other considerations to the
sponsor, the initial consideration with
the expedited assessment timetable
should not be sent, since this
prolongs the assessment phase

EU(AHedIth CT Cure

At first DAR upload to CTIS, RMS recommended to add a separate document with the Expedited Assessment Timetable

The same fixed date timetable on expedited timelines should also be uploaded by the RMS as a

separate Introduction DAR document

Draft Assessment Report

Select all

Part I Section 1 Introduction - Draft

5
‘b CT cure timelines XXXX &

v

English - Part T Section 1 Introduction - Draft - System version 1.00 - Shared 09/03/2022 - Version 1 - 09/03/2022

@ Introduction_report_part_I- RMS %

English - Part I Section 1 Introduction - Draft - System version 1.00 - Shared 09/03/2022 - Version 1 - 09/03/2022

Comment This is Introduction apart from the timelines document

Funded by the

European Union 10

EU(AHedIth CT Cure
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RMS also recommended to add comment on expedited assessmentin the discussionfield on DAR

The RMS also encouraged to mention the expedited assessment phase for the trial applicaiton (but
not the entire timeline) in the free text field for DAR discussion (note field incorrectly labelled
discussion WITHIN MSC):

Discussion within the MSC

Sweden 09/03/2022

we think that it should be clarified In the DAR that the trial is performed in pregnant women

Sweden

If an MSC find a critical omissionin the DAR this could be comunicatedin the same field (above) to alert the RMS

Funded by the

European Union 1 EU(AHedith CT Cure

MSCs should inform RMS on completion of their considerations— RMS proceeds to consolidation after 6 days

MSCs should inform the RMS that they have completed their assessment considerations

Document Considerations Assess Application o co-  Evaluation Reimalain
Part1 RMS: and Non- s & Created: Due: 9 pssignee:
@) 20225024523 SMtype: sponsors: process: days:

se-training- - =

Achilles -
[ PORTUGAL ] Initial st Assesspartl  09/03/2022 21/03/2022 12 1
testcompany Complete

IMP1: Paracetamol 500mg Tablets - PARACETAMOL BP

If the fixed timeline date for the agreed expedited 6-day time window for timely assessment
considerations by MSCs is not respected, the RMS will proceed to the consolidation phase

Funded by the

European Union 12 EU(AHedIith CT Cure
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Later Part Il submissionif initial application Part| only (partial initial submission)

Validation Assessment s
CoviD-19 Part Il Later Part Il submission

therapeutics -

delayed Part I Compare maximum

Task for MSC:
Notify sponsor, preferably
ML timeline without latest Day 5 (together with

l validation consideration. if
— = 1 any) about expedited fixed

) y 16 dates for assessment of
main Part Il RFI

Portal

MSC could raise

initial, quick RF1 if
Dossier for Part Il
not complete and
need for update.

If no validation
consideration, notify
timetable in e-mail/Eudralink
to sponsor sponsor (see
contact address in

Sponsor quick
response to such
validation (e.g. 4
days) not included

MSC should inform

spo_n_sora' ‘ ‘
axpaded xed application)
dates timeline
Funded by the
CpC— : EU(AHedlth CT Cure

Additional MSC

Tasks for additional MSC:
Check if emergency situation trial
(Cover letter, final version of DAR)

Notify RMS in early consideration
Main scientific consideration by new MSC latest Day 20, consolidation by RMS latest Day 23

. ’Regulatory — clock-stop’ latest Day 4

—— > = K

7 16 asking RMS to set up fixed dates
Compars G100 Boa expedited timeline for Part I. Any
Hiopistiinrsady Validation consideration Part | should
Velidation RE! etest Dey be sent the same day
7 if Part | (translations)
MiooiTiplsle: MOC taises Note that the RMS cannot draw up
i) 5 » any new consideration, only modify
patpdoliind Tot with R or add a document to a consideration

Validation Assessment Part |

CoVID-19

A Additional MSC
erigoiics Compare maximum
application dossier tlme"ne wlthout

RFI (CTR) 47 days

Portal |

e e, A ¢ Part I (e.g. attaching a fixed date expedited
b timetable to consideration raised by
aiona 5 essament the AddMSC)
3 Also notify the RMS latest Day 4 by e-

mail/Eduralink to CTR national
contact point at EudraLex volume 10

Funded by the

European Union 14 EU(AHedIith CT Cure

CTR national contact point at EudraLex volume 10
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Additional MSC

Validation Assessment Part |
—] Additional MSC
it Compare maximum

Khaiasadl timeline without
RFI (CTR) 47 days

' Notification

Main scientific consideration by new MSC latest Day 20, consolidation by RMS latest Day 23 m

¢——4>4—'4—’1_D

16

If dossier incomplete:
Compare CTCG Best
Practice for AddMSC:
MSC asks latest Day 4
RMS to raise initial
validation RFI latest Day
7 if Part | (translations)
incomplete. MSC raises
similar Part I validation
RF| latest Day 7 if
needed. Sponsor
response set to 4 days
(Part 1), 7 days (Part Il).
Sponsor response time
to such validation issue

and review not included [IRASSIEESINE IRl
— no validation in CTR

National MSC assessment

23

Funded by the
European Union

Additional MSC

Assessment Part |

COVID-19 5
Farosiics Compare maximum

Rl  timeline without
RFI (CTR) 47 days

Main scientific consideration by new MSC latest Day 20, consolidation by RMS latest Day 23

Time should allow
input from Ethics

MSC asks latest Day 4 SOOUBtEe

RMS to raise initial

validation RF| latest Day

7 if Part | (translations)

el LSSl Assessment phase with
buAaLadll RFI shortened to Part /1l

RFl latest Day 7 if =
needed. Sponsor extension 21 days

response set to 4 days including sponsor
(Part 1), 7 days (Part Il).

Sponsor response time FESponse

to such validation issue

and review not included Assessment Pan ”

- no validation in CTR 12 days

** Sponsor response 12 days,
Coordinated review Part | 6 days
\ 3 days

National MSC assessment

23

Funded by the

European Union 16
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Task for RMS:

RMS should send any Part |
Validation RFI raised by the AddMSC
latest Day 7 and require sponsor
response latest Day 11

By Day 7 the RMS should also send
the fixed dates for the expedited
assessment including the main RFI to
the sponsor by e-mail/Eudralink (see
contact address in application)

EU(AHedIth CT Cure

Any main scientific consideration by
AddMSC should be uploaded to CTIS
latest Day 20 after the application
submission

The RMS consolidates and sends an
RFI to sponsor latest Day 23

All MSCs from the initial application
have the option to join the
coordinated review Part | reviewing
the sponsor response

For more details on the procedure,
see the CTCG Best Practice on
Additional MSC

EU(AHedIth CT Cure

18



Substantial modification Part | only, Part| and Part Il

Validation
-

Assessment Part | Substantial modification

Part | and Part Il or
Part | only

coviD-19
E therapeutics
application dossier

Compare maximum
timeline without
RFI (CTR) 38 days

Validation mm‘
|

fi—re—=x ]

N S

Assessment Part ||
(if submitted in MSC)

National MSC assessment

16

Funded by the
European Union

Substantial modification Part | only, Partl and Part Il

Validation Assessment Part | Substantial modification NOﬁﬁcatlon
COVID-19 Compare maximum Part | and Part Il or |
< therapeutics 3 p v Part | only
el | timeline without
RFI (CTR) 38 days

Validation [ Deciion_ 4
—————p > |
=7 3 I

MSCs Final

raise Valida-

validation J§ tion. RMS
sets fixed
date ex-
pedited
assess-
ment
timelines
circulated
to MSCs

::gm' Assessment Part ||
(if submitted in MSC)

National MSC assessment i
-—

16

Funded by the

European Union 18

CTR national contact point at EudraLex volume 10
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Substantial modification Part | only or
Part | and Part Il (to some MSCs)

Part | communication by RMS similar
to initial application

EU(AHedIth CT Cure

RMS communicates fixed dates for
expedited assessment subphases for
SM applications including scope Part |

Send e-mail/Eudralink to:

+ CTR national contact point at
Eudralex volume 10 and

* sponsor (see contact address in
application)

No subphase due dates on weekends

or RMS national holidays (Regulation

(EEC, Euratom) No 1182/71)

EU(AHedIth CT Cure
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Substantial modification Part | only or Part| and Part Il

Validation

coviD-19
therapeutics
ion dossier

Assessment Part | Substantial modification

Part | and Part Il or

Compare maximum
Part | only

timeline without
RFI (CTR) 38 days

Validation i osscsment by s Consolidation

ST

MSCs
raise

validation
considera
tions

Final
Valida-
tion. RMS
sets fixed
date ex-
pedited
assess-
ment
timelines

circulated
to MSCs
and
sponsor

Assessment Part |l
(if submitted in MSC),

National MSC assessment i

16

Funded by the
European Union

Substantial modification Part Il only

Compare maximum timeline
without RFI (CTR) 38 days —
note last 5 days reserved for
decision upload in CTIS

Validation
e | covID-19

therapeutics
application dossier

Validation National MSC assessment including decision on application

B — S

21

sponsor of
anticipated
expedited
fixed dates
timeline

Funded by the
European Union
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When the assessment phase starts,
RMS should upload the fixed dates
subphase due dates Day 1 of the
assessment (same as communicated
at end of validation — best
consideration category ’regulatory’
and ’clock-stop’ = ensuring that time
table is also uploaded to CTIS)

If there are other assessment
considerations this consideration will
be sent to the sponsor included in the
main RFI sent to sponsor Day 16.

If there are no other considerations to
the sponsor, the consideration with
the expedited assessment timetable
should not be sent, since this would
prolong the assessment phase

EU(AHedIth CT Cure

SM Part Il only - MSC communicates
fixed dates for expedited timeline
directly to sponsor at end of validation

Note that there is no decision phase
(five days) defined in CTR. The last
five days of the assessment are set
aside for the decision

EU(AHedIth CT Cure
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CONCLUSION ON CTIS FUNCTIONALITIES RECOMMENDED TO BE DEVELOPED

CTIS lacks important functionalities required for efficient accelerated review of Public Health

Emergency trial applications

Workarounds developed in CT-CURE to ensure expedited assessment communication can be used
but are burdensome. Solutions below for additional CTIS functionalities have also been endorsed by

CTR Collaborate (CTCG, MedEthicsEU Members)

Additional CTIS functionality should ensure Proposed solution

Necessary overview for MSCs and sponsor of fixed due dates setby  «
the RMS foraccelerated assessment subphases .

Additional assessment tasks/notifications and an MSC completion .
status notification should be generated if a second assessment RFI

will be sent to the sponsorto facilitate expedited procedures without
validation phase

Name of Added Member State should appear on tasks and .
notifications — required for overview by RMS if several Additional
MSC procedures overlap or start at the same time

Funded by the
European Union

add document upload slot when validation finalised
allow RMS to set accelerated subphasefixed datesin CTIS for
proceduresagreedby NCAs and ECs to be expedited

develop functionality generating MSC tasks, notifications and

completion status for sequential RFls sent by the RMS, not only
the first one

add Member State acronym to Additional Member State
tasks/notifications

21 EU(’, Hedlth CT Cure
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