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EFSPI/PSI Regulatory Affairs 
Committee

• Co-ordinates review of regulatory guidance within EFSPI members

• Chair Anna Berglind (PSI), co-chair Christoph Gerlinger (EFSPI)

• Members 

• UK: Chrissie Fletcher, Daniel Evans, Frances Lynn, Jon 
Blatchford, Julie Anderson, Jürgen Hummel, Kerry Gordon, 
Lesley France 

• FR: Maylis Coste; SE: Anna Berglind, Per Larsson; DE: 
Christoph Gerlinger, Ruthild Sautermeister; BE: Anne Daniau; IE: 
Erika Daly; CH: Kaspar Rufibach

• Companies: Amgen, AZ, Bayer, BI, BioMarin, Grünenthal, GSK, 
Icon, Medicomp, Novo, PDD, Pfizer, Quintiles, Roche, Servier

• 7 countries represented (+3 from last year) 2



Key activities in the past year

Meeting with MHRA statisticians 2015-09-14
Summary to be published

Meeting with BSWP 2015-10-09
Summary plublished in EFSPI newsletter

Contributed to EMA workshop on 
extrapolation 2016-05-17/18
Co-organized by Christoph
Presentation by Marisa

3



Upcomming activities

Meeting with MHRA statisticians (tbd 
Nov/Dec) 

Meeting with BSWP (Sep 30th)
Expert groups to prepare for commenting

Estimands 
Extrapolation
Statistics in CMC

1st EFSPI regulatory statistics workshop
4



1st EFSPI regulatory statistics workshop

• Scientific Committee: Norbert Benda, 
Egbert Biesheuvel, Hans Ulrich Burger, 
Tim Friede, Christoph Gerlinger, Armin 
Koch, David Wright and Emmanuel Zuber

• Venue Biozentrum Basel 
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1st EFSPI regulatory statistics workshop

• Session 1: Estimands, upcoming guidelines
– Thomas Permutt (FDA), Norbert Benda (BfArM), Mouna Akacha (Novartis)

• Session 2: Implications of Estimands Selection on Labeling 
– Ann-Kristin Leuchs (BfArM), Kaspar Rufibach (Roche), Chrissie Fletcher 

(Amgen), Christoph Gerlinger/Michael Kunz (Bayer)

• Session 3: Extrapolation (e.g. from adults to children)
– Jacob Brogren (MPA), Kristina Weber/Armin Koch (MH Hannover), Michael 

Looby (Novartis)

• Session 4: Risk Benefit assessments
– David Wright (MHRA), George Quartey (Roche), Alexander Schacht (Lilly)

• Session 5: Statistics in Quality and Quality Attributes
– Jens Lamerz (Roche), Bruno Boulanger (Arlenda), EU regulatory statistician 

(tbd)

• Session 6: Short topics discussions [debate]

6



Your input please:

What are your hot topics to discuss with 
regulatory statisticians?

Topics for discussion with BSWP needed by 
July 7th
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Update on data sharing

PD Dr. Christoph Gerlinger
EFSPI regulatory chair

Paris 2016-07-05



Key Activities 

5 papers from EFSPI working party on data 
sharing in BMC Medical Research 
Methods (scheduled for July 8th) 

Commented on ICMJE data sharing 
proposal

Participated at Data Sharing Conference 
Wellcome Trust / MRCT Center of BWH 
and Harvard
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Uptake of data sharing

not many requests for 3019 studies listed

As of 2016-07-01 10



Update on ICH E9(R1)
Estimands and Sensitivity 

Analyses

Chrissie Fletcher
EFPIA lead for E9 WG

Paris 2016-07-05
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Submitted and under review by TIRS 
(DIA Journal)



E9 WG Progress
• Detailed technical discussions what defines an 

estimand and which estimands can be estimated
– Causal Inference (Rubin) versus Statistical Inference 

(Lehmann)
– ‘Classes’ of estimands, ‘valid’ estimands

• How best to update E9?
– Addendum has major impact to analysis sets, missing 

data, and sensitivity analyses
• Preliminary case studies shared of impact of 

E9(R1) on protocol writing
• Impact of E9(R1) to other E documents (e.g. E3, 

E6, E8) 14



E9 WG Key Milestones
• Finalise technical document (addendum) for 

sign-off by ICH Assembly at next ICH conference 
(7-10th Nov 2016)

• Long public consultation period anticipated
• Developing technical appendix 
• Continue local consultations

– EFSPI
– EFPIA
– Others?
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IMI Update

Survey results

Paris 2016-07-05



Q37: In which of the following initiatives is your team involved

• Answered: 17    Skipped: 13



IMI GetReal
Overall objectives 
GetReal aims to show how robust new methods of RWE 
collection and synthesis could be developed and considered 
for adoption earlier in pharmaceutical R&D and the healthcare 
decision making process. This will require companies, 
healthcare decision makers and other stakeholders to work 
together to generate a consensus on best practice in the use of 
RWE in regulatory and reimbursement decision-making.

Alternative evidence generating strategies will deliver more 
focused research in pharmaceutical R&D, and allow healthcare 
decision makers to be more certain when providing patients 
with access to new treatments.
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Example GetReal Outputs
Original research
• Drivers of effectiveness
• Analytical methods
• Prediction models
• Methodological guidance

Tools
• Software
• Checklists & templates
• Design options for 

pragmatic clinical trialsCase studies
• Retrospective analyses of 

relative effectiveness issues
• Disease area specific issues
• Stakeholder views

Methods
• Detection of bias
• Adjustment of bias
• Aggregate RWD in NMAs
• Individual patent RWD in NMAs

Summaries
• Study types
• Sources of data
• Methods
• Literature reviews

*Illustrative examples – not a complete list of GetReal outputs



Evidence synthesis and 
predictive modelling

• Involvement of statisticians in network meta-
analyses / indirect comparisons
– Following best practices
– HTA agencies note some NMA applications poor 

quality
• Methodology and approaches are evolving

– RCT and Non-RCT expertise
• Use of modelling and risk algorithms 

increasing
– Opportunities for statisticians 20
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https://www.imi-getreal.eu/
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EFPIA Update

Paris 2016-07-05
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2+ statisticians


