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What is a ‘clinical trial’ in H2020°? for Health 2.0

Or more specifically: What needs to be described as a ,clinical study’ in the proposal?

* A “linical study’ is defined for the purpose [of this template] is any clinical research involving
a substantial amount of work related to the observation of, data collection from, or
diagnostic or therapeutic intervention on multiple or individual patients. It includes but is not
limited to clinical trials in the sense of the EU Clinical Trials Directive (2001/20/EC).

= Aclinical study can be the core of a project, or part of a project

= ..included in a project designed in response to a topic that specifically asks for a clinical study,
or not

= j.e. highly relevant issue for anyone who is considering a proposal submission under SC1

www.fitforhealth.eu
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Content

1. Proposal preparation:

a) Planning:
1. Composition of the consortium
2. Costs/budget issues
3. Time planning

b) Writing
1. Description of the trial
2. Ethics (section 5.1 and annexes)
3. Changes between stage 1 and stage 2

2. Implementation:

a) Management

b)  Monitoring
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for Health 2.0
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Consortium for Health 2.0

Composition of the consortium

= Experienced partners needed! Clinical trials are always a challenge; in H2020 even more so

= H2020 has been adapted to better accommodate the implementation of CT, but is not
primarily designed for CT -

* Different budgeting approach

*  ’No’ flexibility regarding duration

* Unexperienced partners often find EU FP participation a challenge in itself...
= 2 different approaches:

* make trial visible and living part of the project, full inclusion, EU FP capacity building,
investment in one project will pay off in later/other project

* Trial as data source, outsource in (large) parts

ruiting centers as beneficiaries vs subcontractors

www.fitforhealth.eu

© Fit for Health 2.0, 2015



18.03.2015 Clinical Trials in Horizon 2020
WEBINAR

Fit
Consortium for Health 2.0

Inclusion of Contract Research Organizations (CROs)

=  Core CT expertise needs to be available in consortium

=  BUT: specialized services e.g. for PK, regulatory support, professional trial monitoring etc.
from CROs might be needed / ensure professional support and smooth CT implementation
(NOT replacing any of the usual project management needs and structures; CT specific)

= 'Academic CROs' exist (e.g. ECRIN network) — involvement as a beneficiary suggested by the
EC (alternatively: provide guidance/support as part of an advisory board?)

= Inclusion of ‘regular’ CROs as beneficiaries also possible (in that case: full partners, i.e.
involved from the planning phase on and active partners in study design)

= Some CROs that work on a 'for profit' basis might not be willing to become a beneficiary
—> in these cases, subcontracting could be an option

BUT: In most cases, only limited part of the action can be subcontracted

www.fitforhealth.eu
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Budget for Health 2.0

CT are even more prone to under-budgeting than ,regular’ H2020 projects

=  Careful to include all needs

® EU FP budgeting is done by adding up of individual components, not by giving a (well
informed, many times confirmed) overall total as profit margins are not allowed

=  Equally challenging (if not ‘as impossible’) as a comprehensive list of all activities in one day...
hardly ever complete

= Additional challenges: e.g. plan for adaptation of (number of) recruiting centers, deal with
drop-outs, avoid by all means slow-down of activities due to cashflow issues

=  Unit costs vs actual costs, tbd

www.fitforhealth.eu
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Budget for Health 2.0
Unit Costs

=  Use of unit costs is an alternative to the use of actual costs

= Use is voluntary, i.e. each beneficiary can decide whether to be reimbursed on the basis of
unit costs or actual costs for a given clinical study

= Beneficiaries can use different forms of reimbursement (unit costs or actual costs) for
different clinical studies

= Costs that are covered by unit costs cannot be declared as actual costs

=  When a beneficiary intends to use unit costs, a detailed and complete calculation must be
provided with the “Template for essential information to be provided for proposals including
clinical trials”

www.fitforhealth.eu
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Budget for Health 2.0
Unit Costs

=  Direct costs must be determined by estimating the resources used per task and per patient or
subject and using its historical costs for these resources

= Beneficiaries must estimate the resources used specifically per patient for the conduct of the
clinical study (e.g. personnel costs of doctors, other medical personnel and technical
personnel; costs of medical equipment and costs of other service contracts) on the basis of
the protocol for the clinical study

= Resource estimate must be the same for all members of the consortium using unit costs in a
particular study

=  Beneficiaries must use as historical costs the costs recorded in their certified or auditable
profit and loss account for year N-1 (last closed financial year at the time of submission of the

grant application)

nt of unit costs per patient is fixed in the grant agreement for the entire duration of the

ithout adjustment for inflation
www.fitforhealth.eu
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Time planning for Health 2.0

Don‘t be over ambitious!

Experience has shown that almost 50% of all FP7 projects were not finished in the originally
planned time. Proper time planning is even more of a challenge for clinical trials activities:

®  Project start date # start of the study... esp if ethical approval still needs to be obtained
(which is usually the case if a new/additional approval is needed for work under the project)

= Time for protocol development (proposal includes draft protocol only.. development of final
protocol may take some time, esp if initiated after start of the project as part of the
workplan)

=  Slow recruitment

= Stage 1 planning often more ambitious, stage 2 planning more specific/sometimes longer
duration advisable (all significant changes need to be justified)

www.fitforhealth.eu
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Description of the trial for Health 2.0

Where in the proposal do | describe my study, and what’s the appropriate amount of detail?

= “Template for essential information to be provided for proposals including clinical trials”...
where mandatory (currently: for all clinical studies included in a single-stage- or stage-2
proposal submitted to topics PHC-2, PHC-3, PHC-11, PHC-14, PHC-15, PHC-16, PHC-18, PHC-
22, PHC-24, PHC-33 and HCO-6)

* instandardized format, in great detail, one description per study

* new clinical trial template for download

=  Proposal body... in any case

* in condensed format, summarizing the essence

* as part of the overall description of the planned work, and
* in partsin the WP description

cross references to the study template / Annex

www.fitforhealth.eu
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Description of the trial: Template for Health 2.0

Clinical study No.1

= 1.1 Identifier

= 1.2 Study design and endpoints

= 1.3 Scientific advice / protocol assistance / communication with regulatory / competent
authorities / ethics committees

= 1.4 Subjects/population(s)

= 1.5 Statistic analysis

= 1.6 Cumulative safety information

= 1.7 Conduct

= 1.8 Orphan

= 1.9 ‘Unit costs per patient’ for clinical trials / studies / investigations

If no beneficiary intends to use unit costs, the unit costs section does not need to be completed!

Clinical study No.2
= 2.1 Identifier

www.fitforhealth.eu
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Ethics for Health 2.0

Where in the proposal do | deal with ethical aspects of my planned work, and what’s the
appropriate degree of detail?

=  Ethics issues table
*  Proposal section 5.1

= “Supporting documents”

www.fitforhealth.eu
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Ethics for Health 2.0

Ethics issues table online:

Table Of Contents Save And Close
Goto

- collect from all partners 4 - Ethics issues table
- have coordinator check / e o e n aviiian: B
complete -
Does your research invoive the use of human embryos? CYes @No |§
THEN ‘Mmmrchhmmemdeanwmluu? Yes @No |
optimally: Does your research involve human participants? CYes @No |
have one deSignated |Does your research involve physical interventions on the study participants? "Yes @No
person in charge of all Dcinach e b lahalinsast CYes @No |
ethics aspects in your
proposal _
. Does your research involve human cells or tissues (other than from Human Embryos/ | Yes @ No
(...and project) Foetuses, i.e. section 1)?
("Yes @ No
("Yes @No |

Does your research involve animals?

(" Yes (@ No
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Ethics for Health 2.0

5.1 Ethics

Proposal section 5.1: If you have entered any ethics issues in the ethical issue table in the administrative proposal forms,
you must:

e submmit an ethics self-assessment, which:

In section 5.1 — o describes how the proposal meets the national legal and ethical requirements of the
country or countries where the tasks raising ethical 1ssues are to be carried out;

o explains in detail how vou intend to address the issues in the ethical issues table, in
In sub-sections of particular as regard:

section 5.1 o research objectives (e.g. study of vulnerable populations, dual use, etc.)

(One for each issue o research methodology (e.g. clinical trials, involvement of children and related
ticked... see guide) consent procedures, protection of any data collected, etc.)

o the potential impact of the research (e.g. dual use 1ssues, environmental damage,
stigmatisation of particular social groups, political or financial retaliation,
benefit-sharing, malevolent use | etc.).

In Annex - » provide the documents that you need under national law(if vou already have them), e.g.:
,supporting docs”

o an ethics committee opinion;
o the document notifying activities raising ethical 1ssues or authorising such activities

2\ If these documents are not in English, you must also submit an English summary of them
fecontaining, if available, the conclusions of the commitiee or authority concerned).

& Ifvou plan fo request these documents specifically for the project vou are proposing, your
request must contain an explicit reference fo the project title.
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Ethics tHealth 2.0
EC guide: -

The EU Framework Programme
for Research and Innovation

HORIZON 2020

How to complete your ethics
Self-Assessment

drhealth.eu

Version 1.0
11 July 2014
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Ethics for Health 2.0

»How to complete your ethics self assessment”

=  Very helpful ‘how to’ guide

= Detailed step-by-step advice on how to deal with classic cases (what to describe, how to
describe, what documentation to add)

=  Ethics issues that are not covered must be dealt with outside the guide!

Table of Contents

1. Human embryos and foetnses 4
! Humans T
3. Human cellstissmes 13
4. Perzonal data 17

5 Animals
6. Third countries

7. Emvironment & Health and Safety
8. Doal nse

9 Aismze

10, Other ethics issmes
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Ethics for Health 2.0

YES/ND Pa

For each item in checklist: Does your research imvolve

human participants? informed consent Forms + Infermation

has been obtained. eets (see text box

*= Info to be provided plus:

- Are they volunteers for | (] | (J
YES: socidl or human sciences
research?

Details on
recruitment,
inclusion and
exclusion criteria
and informed

in section 5.1

=  Documentation

to be provided

- Are they persons unahle Details on your opies of Ethics
. “ q to give informed consent procedures to obtain pprovals
in Annex “supporting (including approval from
. . - .
documents” children minors]? guardian/ leg.aJ
representative,
Details on the
measuras yow intend
to take to ensure that
there is no coercion
on participants.
- Are they vulnerable HEER Details on the type of | |Copies of Ethics
individunals or groups? vulnerability. pprovals

Details on
TeCcruitment,
inclusion and




18.03.2015 Clinical Trials in Horizon 2020
WEBINAR

Fit
Changes between stage 1 and stage 2 for Health 2.0

Need to be explicitly addressed:

6. Preparation of a stage 2 proposal

If | am successful at stage 1, can | make changes to my proposal when submitting the full
version to stage 27

Section 111.5.2 of the Horizon 2020 Grants manual: Section on: proposal submission and
evaluation states that for two-stage submission schemes, ‘the full proposal must be consistent
with the short outline proposal and may not differ substantially’.

This means that changes are not recommended, but if absolutely necessary, they should be
clearly explained and the evaluators will determine whether or not these changes are legitimate,
and whether or not their insertion compromises the evaluator judgement made at stage 1.

www.fitforhealth.eu
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Changes between stage 1 and stage 2 for Health 2.0
Need to be explicitly addressed Propesel © €33913.1 Acronym  OWLTHENTICATE

5- Callspeciﬂc questions
Declaratons on Slage-2 changes

L] For some SCs it was possible to address mulungropmalmuummmmmmmmnmwm-mi N parbeuts with respact

to the proposal characternst 9 the c« pts of exceilence and impact.

‘Call specific questions (Declarations on Jre mere suotannst aerences cmpored to e sage-1 roposar? b O

Please kst the substantial dfferences, and indicale the reasons.

stage-2 changes)’ in ECAS - this was NOT 4 souersne |
possible for SC1 (H2020-PHC-2014 topics) 11 suse

[T] Approach

"] Workplan
R Iia—

®= Instead:
* highlight at the very beginning of your proposal body, or

* highlight in the proposal section where it the issue is mentioned (e.g. consortium: on

cover page; duration: where mentioned, and as a comment on Pert..)

www.fitforhealth.eu
© Fit for Health 2.0, 2015
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Management for Health 2.0

Management of a clinical trial is not just an add-on to classical project management
AND

vice versa: the management of your project is not taken care of if including a CRO to look after
your trial

= (CTis like a project within your project, with its specific set of actions, large number of
individuals involved, need for harmonization, communication, coordination... = to be
managed by a highly experienced (clinical) partner or CRO

= to be complemented by the management of (and guidance for) ethical issues = by an ethics
expert (committee), and

= to be integrated into the H2020 project and regulatory framework - management of

interfaces and H2020 project itself by a classical project manager

www.fitforhealth.eu
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Monitoring for Health 2.0

The CT is to be implemented under H2020, but comes with additional requirements

=  Official reporting in H2020: every 18 months,
with the possibility of interim reports & additional monitoring activities as the
coordinator/management team sees fit to optimize implementation

The same basically applies to clinical trials:

=  While specific requirements for CT elements in H2020 proposals, no specific EC requirements
for monitoring/reporting
BUT

= closer monitoring and much more (basic) reporting back of information is definitely needed
(e.g. monthly reporting of recruitment numbers, monthly TCs with all clinical partners, etc)

www.fitforhealth.eu

© Fit for Health 2.0, 2015



18.03.2015 Clinical Trials in Horizon 2020
WEBINAR

Fit
Concluding remarks for Health 2.0

®  Clinical trials implementation is rather new to EU Framework Programmes
® Introduced during FP7

= In H2020, CT are a central issue in SC1; the EC has made great efforts to accommodate the
needs of consortia willing to implement clinical studies

= H2020 provides challenges but also great opportunities for the implementation of clinical
trials

=  Be careful but don’t be scared

www.fitforhealth.eu
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Info and support for Health 2.0

Sources of advice and support:

=  National Contact Points

= FAQs concerning the H2020 societal challenge “Health, demographic change and wellbeing”
http://ec.europa.eu/research/participants/portal/doc/call/h2020/h2020-hco-2015/1637625-
2015 01 15 scl h2020 fag en.pdf

®= EU IPR helpdesk: www.iprhelpdesk.eu

= FFH 2.0 CT factsheet
®= FFH 2.0 support

www.fitforhealth.eu
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