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EFSPI Council



In August 2018 EFSPI became a legal entity where it is registered in Denmark. A huge thanks to
Mette Krog Josiassen and Julie Mellish for achieving this important milestone. The key advantage
of being a legal entity is for EFSPI will be officially recognised as a non-for-profit association which
will allow EFSPI to formally participate in multi-stakeholder initiatives.
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Regulatory

A series of training modules on the draft ICH E9(R1) have been released on the ICH website, click
here. Statisticians are highly encouraged to share these materials with cross-functional colleagues
involved in the design of clinical trials and to use the materials to increase the awareness of the new
estimand framework introduced in the draft E9 addendum.

A number of disease-specific estimand working groups are beginning to emerge. An example
includes the estimand working group in oncology led by Evgeny Degtyarev (Novartis) and Kaspar
Rufibach (Roche). Approximately 28 members from 20 companies are discussing how time to event
endpoints can be embedded in the addendum framework. A full list of these working groups with
contact details is being collated and will be shared in subsequent newsletters.

The 3™ EFSPI Regulatory Statistics Workshop took place on the 24/25th September 2018 in Basel,
Switzerland. A record of more than 270 people registered for this 3™ annual workshop. The agenda
included sessions on estimands with a variety of case studies shared, complex data types and
designs in confirmatory trials, basket/umbrella trials, use of clinical practice data to support
confirmatory trials, and phase | dose escalation trials. The workshop finished with a number of
contributed short topics allowing feedback from regulators and the audience. Slides from the
workshop will be loaded on the EFSPI website in the next few weeks.

The FDA have released draft guidance on Master Protocols- Efficient Clinical Trial Design Strategies to

Expedite Development of Cancer Drugs and Biologics and “, “Adaptive Design for Clinical Trials of
Drugs and Biologics”. Further information will follow by the regulatory committee on
submitting comments within EFSPI.

The EMA have announced that due to preparations for BREXIT, no MAAs will be published in
2019 under POL-0070 and publication of clinical data for medicinal products. The EMA
Technical Anonymisation Group (TAG) continue to develop additional supportive materials
providing further information relating to approaches available for anonymising documents.

Reminder: The EMA issued a draft Questions and answers on Data Monitoring Committees issues
(http://www.ema.europa.eu/docs/en _GB/document library/Scientific guideline/2018/08/WC5002
52790.pdf). Please contact Christoph Gerlinger (christoph.gerlinger@bayer.com) or Anna Berglind
(anna.berglind@astrazeneca.com) if you wish to comment.
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Scientific
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http://www.ich.org/products/guidelines/efficacy/article/efficacy-guidelines.html#9-2
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.fda.gov_downloads_Drugs_GuidanceComplianceRegulatoryInformation_Guidances_UCM621817.pdf-3Futm-5Fcampaign-3DFDA-2520Releases-2520Draft-2520Guidance-2520titled-2520-25E2-2580-259CMaster-2520Protocols-2520-25E2-2580-2593-2520Efficient-2520Clinic-26utm-5Fmedium-3Demail-26utm-5Fsource-3DEloqua-26elqTrackId-3D1B8C5F95655CFB4E33D74C16AA376B41-26elq-3D2e3502a499bc4f53af1c640172d375b6-26elqaid-3D5289-26elqat-3D1-26elqCampaignId-3D4225&d=DwMGaQ&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=UKkzo02HIgY1r-LxB5CTksX3MR8_oIFqHkFp2QnWYh0&s=ey8JGE7egdG9MFWy8vsoWopYXWEPDyF6zsdJk0m9smM&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.fda.gov_downloads_Drugs_GuidanceComplianceRegulatoryInformation_Guidances_UCM621817.pdf-3Futm-5Fcampaign-3DFDA-2520Releases-2520Draft-2520Guidance-2520titled-2520-25E2-2580-259CMaster-2520Protocols-2520-25E2-2580-2593-2520Efficient-2520Clinic-26utm-5Fmedium-3Demail-26utm-5Fsource-3DEloqua-26elqTrackId-3D1B8C5F95655CFB4E33D74C16AA376B41-26elq-3D2e3502a499bc4f53af1c640172d375b6-26elqaid-3D5289-26elqat-3D1-26elqCampaignId-3D4225&d=DwMGaQ&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=UKkzo02HIgY1r-LxB5CTksX3MR8_oIFqHkFp2QnWYh0&s=ey8JGE7egdG9MFWy8vsoWopYXWEPDyF6zsdJk0m9smM&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.fda.gov_downloads_Drugs_GuidanceComplianceRegulatoryInformation_Guidances_UCM201790.pdf-3Futm-5Fcampaign-3DFDA-2520Releases-2520Draft-2520Guidance-2520for-2520Industry-2520titled-2520-25E2-2580-259CAdaptive-2520Designs-2520for-2520Clinical-2520T-26utm-5Fmedium-3Demail-26utm-5Fsource-3DEloqua-26elqTrackId-3D7A5F95668900EEB2336FD3339DA262DC-26elq-3Dbac02fcd6e6242a982eddc7493c5d61c-26elqaid-3D5300-26elqat-3D1-26elqCampaignId-3D4226&d=DwMGaQ&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=yXcXrccW8GAgiILO3a2iY4kNor0e1nEgL1RbdCamJ_U&s=V4iXxP0aYitwsmOBDRZ4KTfLBQWmh0WMI3sjbk79g3c&e=
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https://urldefense.proofpoint.com/v2/url?u=http-3A__www.ema.europa.eu_docs_en-5FGB_document-5Flibrary_Scientific-5Fguideline_2018_08_WC500252790.pdf&d=DwMFAw&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=QIkUL8HI_IJdLLdKaxEQin0zWJjUK_uyTRlChgxyY20&s=xzG4hhxTCx13WgLscioZs3x5VMvo9V2RRKnv8DgiSKc&e=
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Decision making in Clinical Development, December 12

On Wednesday December 12 the scientific meeting on ‘Decision making in Clinical Development’ will
take place at Servier in Paris. Taking decisions during the development of a new drug requires
combining many and varying pieces of information. Decision-makers need quantitative tools to
support informed decisions, with transparent processes that synthesize the whole available
information in order to evaluate the success associated to different options. More information can be
found on the flyer, which is available on our website, and the registration is open.

For the first time, we will have a poster session. If you wish to present a poster, please send an
abstract to Gaélle Saint-Hilary (gsainthilary@gmail.com) by October 31°* 2018. The notification of
acceptance will be provided by November 9" 2018.

2019 Meetings

The Scientific Committee is planning for three 1-day scientific meetings for 2018. The first one day
meeting will be on “Recent developments in biomarkers and subgroups in drug development”,
which will take place in March hosted by AstraZeneca in Goteborg, Sweden. Exact date and more
information on the program will follow. In addition, we are starting with planning two additional 1-
day events, one before summer, one after. More information will follow.

The fourth EFSPI regulatory statistics workshop will also take place in Basel in fall 2019.
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Special Interest Group (SIG) News

Health Technology Assessment (HTA)

The EFSPI/PSI HTA Special Interest Group recently had a virtual round table discussion with Anja
Schiel, Senior Advisor / Statistician at the Norwegian Medicines Agency on the 12™ September to
share recent experiences of HTA in Norway. Anja, who also is the current chair of the European
Biostatistics Working Party shared her perspectives of statistics in HTA where she felt the primary
purpose is estimating the uncertainty in the evidence available for HTA decision making. She talked
positively of the new estimand framework in the draft E9 addendum which is anticipated to have a
positive impact especially if health economists are also involved in defining estimands important
for HTA.

On the 18™ September 2018 PSI hosted a 1-day meeting on the use of RWE to support comparative
analyses in particular for HTA and reimbursement. Methods for indirect comparisons with and
without adjustment for patient characteristics and methods for generalising clinical trial data into
real life settings were presented. Cross-design approaches combining observational and clinical
trial data were described using case studies from the IMI GetReal initiative. In recent years artificial
intelligence and machine learning methods are being investigated and applied to real world
evidence. A big challenge is understanding how data is being modelled with some analysts ignoring
missing data resulting in biased results. A series of break-out sessions were held further discussing
aspects raised in the presentations.

Data Transparency

On the 19 and 20" September a data transparency conference was held in London hosted by DIA.


https://www.efspi.org/documents/events/events%202018/EFSPI%20Decision%20Making%2012Dec2018%20-%20clean.PDF
https://www.efspi.org/EFSPI/Events/International_Events_Items/Decision_making_in_drug_development.aspx
mailto:gsainthilary@gmail.com

There were sessions on sharing clinical study reports, sharing and using deidentified individual
participant data, Global data privacy regulation (GDPR) and transparency requirements, clinical trial
disclosure in the EU and USA, the EU Clinical Trials Regulation and Medical Device Regulation,
summary protocol and results information in ClinicalTrials.gov and EUDRACT, clinical trial results
summaries for patients and the public, public accountability around disclosure and the future of
data transparency.
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Country News

APF (Germany)

Registration for the annual fall meeting 23. November 2018 in Berlin on Visualization is now open

(http://www.biometrische-

gesellschaft.de/fileadmin/AG Daten/PharamzeutischeForschung/PDFs/Agenda APF 72 Berlin Nov
2018 Agenda__Anfahrt Anmeldung .pdf).

IBIG (Italy)

An Italian Biostatistics Group (IBIG) Forum will be organized in Padova on 22-23 November including
the following topics: Bayesian Statistics in Clinical Trials, Micro-Randomized Trials and Expedited
Approval Programs. The forum will take place at the NH Hotel in Padova, Italy. For more details click
here.

PSI (UK)

Visit the Video-on-Demand Platform here! P ]

FEATURED VIDEO: PSI Conference 2018: Introduction to machine
learning for longitudinal medical data

In the era of big data, there has been a surge in collected biomedical data, which has provided ample
challenges for distributed computing but also posed novel inference questions. Classical machine
learning techniques, such as logistic regression, neural networks, support vector machine and
Gaussian processes performed very well in non-temporal prediction tasks but typically relied on the
independence assumption.

However, many recent applications have longitudinal context in the form of short- and long-term
dependencies. Hidden Markov Models proved popular to model longitudinal data but increasingly
become less computationally feasible for a large number of hidden states. Recently, advances in
parallel computing led to widespread use of deep learning approaches, such as recurrent neural
networks and convolutional networks, and attracted attention due to their impressive results on
sequence data. Finally, we will look in more detail at a case study from healthcare analytics which
infers disease type from multiple irregularly sampled longitudinal observations,

such as blood pressure, heart rate and blood oxygen saturation

Two new exciting episodes of The Effective Statistician podcast, created in
association with PSI


https://urldefense.proofpoint.com/v2/url?u=http-3A__www.biometrische-2Dgesellschaft.de_fileadmin_AG-5FDaten_PharamzeutischeForschung_PDFs_Agenda-5FAPF-5F72-5FBerlin-5FNov-5F2018-5F-5FAgenda-5F-5FAnfahrt-5F-5FAnmeldung-5F.pdf&d=DwMFAw&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=f-_M5Ba4Tmiv8EuKDXUqfRSwzoJ4DmLFA_MiJmk9wCg&s=VnYZIeWwzrMq284FF4d-RZUjIH9I7QHFpV4dhCcdE9c&e=
https://urldefense.proofpoint.com/v2/url?u=http-3A__www.biometrische-2Dgesellschaft.de_fileadmin_AG-5FDaten_PharamzeutischeForschung_PDFs_Agenda-5FAPF-5F72-5FBerlin-5FNov-5F2018-5F-5FAgenda-5F-5FAnfahrt-5F-5FAnmeldung-5F.pdf&d=DwMFAw&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=f-_M5Ba4Tmiv8EuKDXUqfRSwzoJ4DmLFA_MiJmk9wCg&s=VnYZIeWwzrMq284FF4d-RZUjIH9I7QHFpV4dhCcdE9c&e=
https://urldefense.proofpoint.com/v2/url?u=http-3A__www.biometrische-2Dgesellschaft.de_fileadmin_AG-5FDaten_PharamzeutischeForschung_PDFs_Agenda-5FAPF-5F72-5FBerlin-5FNov-5F2018-5F-5FAgenda-5F-5FAnfahrt-5F-5FAnmeldung-5F.pdf&d=DwMFAw&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=f-_M5Ba4Tmiv8EuKDXUqfRSwzoJ4DmLFA_MiJmk9wCg&s=VnYZIeWwzrMq284FF4d-RZUjIH9I7QHFpV4dhCcdE9c&e=
https://www.efspi.org/documents/Events/Non-EFSPI/ibigstatisticalforum_padova22_23novembre_2018_ver_2aug18.PDF
https://urldefense.proofpoint.com/v2/url?u=http-3A__r20.rs6.net_tn.jsp-3Ff-3D001pBfEMOCJmrBXH-5F1zpQsAqQQ2B2sLzLPckTlFenCIncbrgU8uF1T8ICgOTd0CnBQiBhieZzgd1IO3ZsQuk-5F4J0BiW0X3hn36yisdcjk5ZKzDzslPt2Abq4hP8esLZx7A8Wva15dcMzsxOsixWUePNYsX10f3dNxeifqWgtAswrRUvUzux9IZwwpeV87t0-2DCkQH-2D26Px86lQi1fOUPi3mcCQWD1JKBOdbWeU3CqQmfQOsKSMOXFFOd9LNy0OAr-5FRJD3KolpJUXS4E1GSnT1eIHUocYuGMcc87SvGPREjyz7XPMeiVHgx6bjt71aMw783kkwreFc-5FtVQCtwif70CvvYEi1-5FSda3zInvrWiLkh9lVt9ITSsOLZApSFBKcvLwDzXW-26c-3DeW-2D47e9zPgoGdj3CCW8kagNNa8CIR9BBBerJXFFCy4wgK-5FsS7K6Zrw-3D-3D-26ch-3DhlkZowwl4wZKEzi4gsdO1g8pjHkfLgnW-5FhKnHE4PWx7gLyS1YjDBSA-3D-3D&d=DwMFaQ&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=C4LLVdBJWnuEKZ5xFXVPJvakqfE-R7xCYIhYlWmMQ40&s=3f0P10cdueqfyV-rKMYR7KKaEdMX8nfi501ZJONqi00&e=

In these two episodes, we cover very different topics. You will learn about practical problem solving
with multiplicity problems from one of the world-class experts: Alex Dmitrienko. Having worked within
a big pharma company, a large CRO and running his own consulting business, you will benefit from
both his technical but also practical experience. Please find the episode below:

e Understand and master multiplicity in practical situations - Interview with Alex Dmitrienko

Benjamin and Alexander talk about something that many statisticians struggle with - explaining
achievements to others. We all have been in situations where awesome achievements weren't
appropriately recognised. Listen to the latest episode on how to avoid this frustrating situation for you:

e How to sell your achievements - actionable advise

Search for The Effective Statistician in your podcast app and subscribe now!

PSI One Day Meeting - Interactive Workshop about Real World Evidence (RWE):
Generalisability of Treatment Comparisons for Decision Making

RWE is an increasingly valuable resource in drug development. One area where this data is being
used regularly is in the generalisability of treatment comparisons. This 1-day workshop held on the
18t September hosted by Lilly in Germany focused on:

e New advances in indirect comparisons
e Generalisability approaches for clinical trial data into the real world setting
e Cross-design approaches combining observational and randomized data

A number of case studies from the IMI GetReal project were shared and breakout sessions were held
allowing different stakeholders to share their views on the latest thinking and recent advances in
methodology being used to support comparative effectiveness assessments. Slides from the
meeting will be available to members on the PSI website.

PSI Webinar: Avoiding Pitfalls in Supervised/ Unsupervised Learning Thursday
29th November 2018, 14:00 - 15:30 UK Time
Presenters: llya Lipkovich (IQVIA), Alexander Schacht (Lilly) and Andy Nicholls (GSK)

As the availability of big data increases and statisticians assist with predicting outcomes or
understanding patterns in an ever-wider variety of scenarios then supervised and unsupervised
learning methods become increasing called upon. Such machine learning algorithms offer the
opportunity to understand potential predictors or clusters amongst large datasets, but are also subject
to the risks of overfitting or over-interpretation. This Webinar seeks to introduce ideas and share
experiences in this field.

The talks will introduce several supervised and unsupervised learning methods and cover data-driven
subgroup identification in clinical trials, and case studies of implementation clustering algorithms.

Click here for further information and to register.

New Emerging Topics around Estimands and ICH Addendum Tuesday 29th
January 2019, IQVIA, Reading, UK

The draft ICH E9 addendum on estimands and sensitivity analysis was released for public
consultation at the end of August 2017 and more than 1200 comments were submitted. All
stakeholders are gaining the necessary experience and familiarity with estimands along with the
associated challenges and methodologies. The language and thinking behind causal inference is well
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https://urldefense.proofpoint.com/v2/url?u=http-3A__r20.rs6.net_tn.jsp-3Ff-3D001SBmEDvsppj5O0mzZtzmjO8lGTxzIRsIWhncz7W-5FG5o2HroBsKVZ2RSp13wBN1H5w9zWx33Y8kV6-5FMm-2DeTFKrtB-2DC1W1j2jpaf9G2-5Fy9SQ0yFG5vzPRW6Cr-5Fh3DfY1ySpeP9g9IPEHa057LTbatxvgXASlwZDLmXcj-2Dkfqf8z8J44eUBzSEVmTMomA9NOhT2-2DWJTq5B5urx1-2D2Wp51e6gfW7DnsH7MCg1gShmS2SCnJhtkvrq8CPNtZ7GehHJUSs13Hr8Shi0D4P6Z-2D1PgddFHuaXlstMSJ3jwl6-2DBcIccQn7E2Olxf7mtGm8iz-2D0DaxObN-5FHDHBJHJaeZBjFn5HYcGFZO57ACfgreSw-5FarJC6VcOokjQ3EoMlj4cfYHBYAqqBnPg0E15NMWO5lQtjIR46qYDr4hkVLqWZn-2DUyS9SjIvWo6MscmPkQm3ifxLSFX9mGkTZZY0X50Ch-2DDfqnHZzdhfpR4ZtYXilLVLzEmO-5F3wrqczhWB-5FztKB9WUmJB2QXj-26c-3DMFF8Ro1e5tIekhgdew7Cddj-2Dglv1o95njX5wLRl-2DKjKCEfe0Zcgm1g-3D-3D-26ch-3DfasZyig-5FPWN5PAH3HyE33RQOD20tImV2qH-2DIu-2D1pqOXVIexIwRfmUQ-3D-3D&d=DwMFaQ&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=Y0QtznB0OJ10yeDiCrn3bcp-0hvaIf69Mek2DWbqhXA&s=ojohoo9tjPEHpVALRYDFi-Ex5EAaG_pcxGt7IUA2zcI&e=

suited to this area. This one day meeting aims to share and discuss new emerging topics around
estimands and the ICH addendum, including:

e Sharing the feedback from the public consultation on the draft ICH EQ addendum

e Exploring the estimand concept within health technology assessments

e Describing how casual inference fits into the area of estimands

e Presenting case studies illustrating the implementation of the estimand framework and the use of
causal inference methodology

Click here for further information and to register.
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Job Opportunities

Opportunities exist for Biostatistician Project Leaders — Early Phases, and Medical Affairs.

For all current recruitment adverts and more information on how to submit recruitment adverts,
please visit the EFSPI website: Job postings. If you are currently seeking to hire a statistician and
wish to post a job advert, EFSPI are offering one free advert for every 3 adverts posted on the
website.
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THE WORLD OF
STATISTICS

The World of Statistics

The World of Statistics is comprised of 2, 199 organisations across the globe. Participating
organizations in The World of Statistics include national and international professional statistical
societies, colleges and universities, primary and secondary schools, businesses, government
statistical agencies, and research institutes. You can view the current participant and country lists
involved in the World of Statistics by going to The World of Statistics website.
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Follow us on Twitter and LinkedIn

Get the latest news and updates about EFSPI by following us on Twitter at @EFSPItweet. Also, when
you use Twitter to spread the word about EFSPI, be sure to use the hashtag “#EFSPI”. You also can
follow developments in EFSPI via LinkedIn.


https://urldefense.proofpoint.com/v2/url?u=http-3A__r20.rs6.net_tn.jsp-3Ff-3D001SBmEDvsppj5O0mzZtzmjO8lGTxzIRsIWhncz7W-5FG5o2HroBsKVZ2RSp13wBN1H5wzgCFgBCF9UJnYWOd8-2Dp3EKVXqeLgdp80u0-5FhEiDekY5UY3AtY87w59FCXXMk3Ta6mD0LnWk2yDnhdL82xQcE5kTeYxGTdWY5QUP3j6aF3ZeBKxKIivdkUO-5FJdMcecpc-5FGk6tEK3V2OP8RKQ2XkPQ-2DHU2Z75rWmJkM5GaPp32BdSzqkiFe63NUjmClTNoCAcb14oiZ0Gy95dY-2D47Fi381bqc5CE68Plc2i3icRFk-2Du0RDafutEsCJ8L7sME9KhdM8ivREQv7zO1-2D9H3my38N99XIw9nL2YU6jvYdK5xPxge4VQ8hfcxGfTpAxJuP69wsb-2D8EN-5FCWpEm47V-2DdH-2DYJ-5Fxu2oFA6CE5DIzgw3eo2OXnMUI0oorRMXPH7QGRA6xTH31rWWIaUP4SSGeWJ6ZZVEjXVrVE5ZvxgWY5CdD4Ts1NLg7ce9pUpmAQ-3D-3D-26c-3DMFF8Ro1e5tIekhgdew7Cddj-2Dglv1o95njX5wLRl-2DKjKCEfe0Zcgm1g-3D-3D-26ch-3DfasZyig-5FPWN5PAH3HyE33RQOD20tImV2qH-2DIu-2D1pqOXVIexIwRfmUQ-3D-3D&d=DwMFaQ&c=Sexio4usKrYWFsrnxgjbcQ&r=-xf7BYS767a8g7TFC-NOXS574iLtK3WxttnwwwAytKU&m=Y0QtznB0OJ10yeDiCrn3bcp-0hvaIf69Mek2DWbqhXA&s=2p5r-pn3v_9TxXNiRmDdiJS4fnHn4UHx0fdQHWxJNVQ&e=
https://www.efspi.org/documents/advertisements/jobs/Biostatistician%20Project%20Leader%20Early%20phasess.pdf
https://www.efspi.org/documents/advertisements/jobs/Biostatistician%20Project%20Leader%20-%20Global%20medical%20Affairs.pdf
https://www.efspi.org/EFSPI/Advertisements/Job_Postings.aspx?&WebsiteKey=0b28fec8-fcd6-4283-b360-0c689a893140&hkey=df6d8219-6d64-4558-a79b-e8584079ff57
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And finally.....

To add your e-mail address to the EFSPI mailing list, click on "Sign up to our newsletter" on the
homepage of the EFSPI website.

To view previous newsletters please see the EFSPI website in the “News” area.
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Chrissie Fletcher
EFSPI Communications Officer



http://www.efspi.org/EFSPI/News/Newsletters/EFSPI/News/Newsletters.aspx?hkey=2c121403-0d2d-4ab9-9a82-fce10742c0b7

