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Methodological topics relevant for regulatory science?

• Identifying and tackling problems relevant for drug

development and regulatory decision making

• adaptive designs, multiplicity, estimands, extrapolation, master protocols, 

…

• Developing methods and designs complying with current

regulatory standard and guidelines

• Contributing to evolving regulatory standards (scientific papers, 

guidelines, advices, …)

• Applying new methodology in clinical trials
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Regulatory science

Who is interested in 

regulatory topics?

• Regulators, 

• HTAs, 

• Pharmaceutical industry

• CROs

• Patients and public

• Trial sponsors

• Ethics committees

Who will fund regulatory

topics?

• Public funding

• Local (national) funding

• Cross-countries funding

• European funding

programs (FPx programs, 

H2020, IMI, ..)

• …

• Industry funding

• …
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Types of support and 

funding

• Research projects,

• PhD grants, 

• PostDocs,  

• interships,

• research visits, 

• access to data, 

• …
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Some History of Adaptive Designs

Organisational unit / confidential
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1989 Bauer: “Multistage Testing with Adaptive Designs”

1995 Proschan & Hunsberger: “Designed Extension of Studies Based on 

Conditional Power”

2007 EMA Reflection Paper

2010 FDA Draft Guidance (Drugs and Biologics)

2015 FDA Draft Guidance (Devices, CDRH, CBER) - finalized 2017

2018 New FDA Draft Guidance (Drugs and Biologics) – finalized 2019

2019 Concept paper ICH E20 Adaptive Clincal Trials

http://dx.doi.org/10.1002/sim.6472 (Open Access)

With invited discussion by Hung, Wang and Lawrence; Mehta and Liu; Vollmar; 
Maurer
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Secondments to EMA enabled analysis on how adaptive design 

methodologies are used in drug development programs! 



Classified as internal/staff & contractors by the European Medicines Agency 

How was the research on adaptive designs initially funded
at our department
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• National funding: Austria Science Fund FWF

• Standalone projects to fund mainly PhDs and Post-Docs, e.g. FP15853-N04 "Evaluation of Adaptive 

Design Procedures“, P18698-N15 "Adaptive Designs - Evaluation and New Applications“, P23167 

Hypothesis Testing and Estimation in Adaptive Designs with Blinded and Unblinded Interim 

Analysis"

• Mobility programs (especially of interest for early stage researcher)

• FWF Erwin Schrödinger Programs, e.g Nr. J 3721 "Permutation Tests for Adaptive Clinical Trials“ (F. 

Klinglmüller)

• Cross-countries funding (to facilitate research visits, joint workshops, …

• FWF and JSPS (Japan Society for the Promotion of Science): Joint Seminar "Innovative Clinical Trial 

Designs for Accelerating Medical Product Development“ (with involvement of Japanese regularors

PMDA)

• Academic Research Collaboration Optimal Adaptive Trials with Treatment Selection" (British Council)

• European funding (examples on next slides)

http://statistics.msi.meduniwien.ac.at/float/fwf
http://statistics.msi.meduniwien.ac.at/hp/jsps2015/
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At the end we want to report the results of adaptive RCTs as well …
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• International consortium to develop an extension

of the CONSORT Statement specifically for adaptive 

designs

• Grants by NIHR Clinical Trials Unit (CTU) Support 

Funding (NIHR129671) and MRC Network of HTMR 

(MR/L004933/1-R/N/P/B1)NIHR and MRC, 

https://www.sheffield.ac.uk/scharr/research/centr

es/ctru/ace, PI Dr Dimairo)

• Invitation to regulators to become members in the 

core group

• Broader invitation to participate in DELPHI-process 

when developing the guideline

• Sufficient budget foreseen to allow travelling of 

international collaborators

https://www.sheffield.ac.uk/scharr/research/centres/ctru/ace
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Boosters for regulatory research and collaboration among
relevant stakeholders
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• Dedicated conferences or (panel) sessions organized by learned socities, e.g.,

• Workshop of joint working on adaptive designs of IBS ROeS and German Region, MCP, DIA 

European regulatory workshop, ..

• EMA workshops on regulatory statistics topics such as adaptive designs (2006, 2009), 

multiplicity, extrapolation, small populations (2017), single arm trials (2016) …. 

• Plans to issue/revise an EMA concept paper, guideline, …

• Research visits (university secondments to EMA or industry, interships, …)

• Working group of learned socities (DIA, ASA, PSI, EFSPI,  IBS ROeS and German Region, ...)

• … and dedicated EU calls on topics of regulatory interests
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3 EU FP7 Projects to enhance statistical methodology in 
SMALL POPULATIONS
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FP7 HEALTH 2013 – 602552

http://www.ideal.rwth-aachen.de/

FP7 HEALTH 2013 – 602144

http://www.asterix-fp7.eu/

FP7 HEALTH 2013 – 603160

www.warwick.ac.uk/InSPiRe

Advances in Small Trials dEsign for 

Regulatory Innovation and eXcellence)

• Dedicated call to enhance statistical

methodology for small populations

• EMA hosted workshops, e.g., with IRDIC and a 

joint dissemination workshop of all three

projects in 2017

• Joint paper by all projects

• Higher visibility compared to having separate 

workshops for each project

• Involvement of statisticians with regulatory

experience

• Inclusion of learned societies

• Facilitated follow-up research call funded by

EJP RD  (https://www.ejprarediseases.org/ )

https://www.ema.europa.eu/en/events/seventh-framework-programme-fp7-small-population-research-methods-projects-regulatory-application
https://www.ejprarediseases.org/
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Work on extrapolation
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• Research involved researchers with

regulatory background (members of

PDCO)

• Research stimulated by discussion EMA 

concept paper on extrapolation

• Proposal on how to formalize how much

evidence is needed for children

• Participation at workshops of EMA and 

other parties on extrapolation

• ICH E11A (start in 2017)

http://dx.doi.org/10.1002/pst.1762

http://dx.doi.org/10.1002/sim.6865
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Marie Skłodowska-Curie Actions (MSCA)
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5 types of MSCA targeting different objectives:

• Doctoral Networks (DN)

Supporting programmes to train doctoral 

candidates in academic and non-academic 

organisations. 

• Postdoctoral Fellowships (PF)

• Staff Exchanges (SE)

• COFUND: Co-funding of regional, national 

and international programmes

• MSCA and Citizens

• No topic specific calls

• Allows to tackle research

questions as you wish!
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Improving Design, Evaluation and Analysis 
of early drug development Studies
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IDEAS was a European training network for 

early stage researchers working on statistical 

methods for early drug development. The 

network was funded by the European Union’s 

Horizon 2020 research and innovation 

programme under the Marie Sklodowska-Curie 

grant agreement No 633567 and comprised of 

8 full partners and three associated partners at 

major European universities, the 

pharmaceutical industry, and consulting 

companies. (2015-18)

External advisory board including a CHMP 

member (Rob Hemmings)

http://www.ideas-etn.eu/

http://www.ideas-etn.eu/#partners
http://www.ideas-etn.eu/
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H2020 ITN IDEAS: subproject on biosimilars

Organisationseinheit

Titel der Präsentation ODER des 

Vortragenden
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EMA´s EPAR as starting point for the research to identify gaps. Involvement of former CAT member.

Further interaction with other regulators at workshops such as http://biosimsforum.com/ 
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H2020 IMI funded project
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• IMI call to establish standards for collaborative integrated

platform trials

• Involves regulatory authorithy (PEI) as beneficary

• EMA representative (Dr Andrew Thomson) in advisory board

• 2 EU-PEARL stakeholder workshops

• Foresee different ways of regulatory interactions

• EMA ITF meeting, CTFG, FDA, …

• Organisation of scientific sessions with EMA participation

• Statistical topics of regulatory relevance include multiplicity, 

adaptivity, use of non-concurrent control data, clinical trial

simulations (Meyer et al, Zehetmayer et al, Bolfill et al.) 

• Joint publication with regulatory statisticians

The IMI has a  recommondation of

the scientific committee on how to

engage with regulators

https://eu-pearl.eu/

EU-PEARL has received funding from the 

Innovative Medicines Initiative 2 Joint 

Undertaking under grant agreement No 

853966-2
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How to involve regulators in project proposals
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• Include regulators as

• Full or associated partner, host for secondments, member of advisory boards, 

reviewers, regulatory advices (SA, PA, ITN meetings, …)

• Foresee sufficient budget for

• Research visits (especially valuable for early stage researchers)

• Scientific advices

• Joint workshops, seminars etc

• Open access for joint publications
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How to find potential partners?
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• Networking via conferences, societies

• Contact directly potential collaborators

• Look for potential partners interested in the same topic at webpage provided by

EU commission
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Controversial discussion is needed to bring regulatory
science forward
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Future expectations?
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• Inclusion of EMA into project proposal with

regulatory relevance as FULL beneficary

• Advanced educational programs to enhance

regulatory science

• Take the new EMA list as starting point for

future applications
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