Application and Implementation of Methodologies in Statistics (AIMS) Special Interest Group Meeting
06 Oct 2016:  11:00 (GMT)

Attendees:
	 Team Member
	Present at meeting

	Craig Mcilloney (PPD)
	√

	Lyn Taylor (PRA)
	√

	Chris Toffis (Amgen)
	√

	David Inman (GSK)
	√

	Wilmar Igl (AZ)
	X

	Yann Robert (Servier)
	√





Previous Action Items

	Action Item
	Assigned team member(s)
	Deadline
	Status

	Each member to come up with 2 or 3 areas which you would like to focus our initial work as a SIG on. Email ideas to Craig & Lyn (including the full group if you wish)
	All
	31st May 2016
	Completed per attached spreadsheet





Agenda topics
	Topic/Lead
	Discussion/Decisions

	Craig feedback from SIG leaders meeting
	· Other SIG leaders provided names of people who would like to join the committee who may be experts in key areas.  If we need help we can bring these on board.
· Craig described how the SIG leaders split into groups and brain stormed to provide key areas for us to focus on.  The following are some examples of their suggestions:
· More help for statisticians about CDISC 
· Standardization & validation in use of R
· Increase speed of production – how can we bring in efficiencies
· Graphical representation – standard code to help
· Bayesian programming
· Benefit risk standardization
· Spotfire / Rshiny / alternative packages to SAS (will SAS have a monopoly in years to come?)
· Standardization and TransCelerate (10 companies who meet to discuss how we move forward as an industry – now partnership with CDISC). 
· Exploratory tools for statisticians
· Big data – process & getting ready
· Regulatory submissions
· Estimands 
· Liaison with PHUSE 
In some cases, the AIMS SIG should be seen as facilitators rather than developers as the skill set may not be within this team to be able to or have time to work in these areas.
Anything we create should provide case studies, examples & demonstrations of how it is used so that we share experience in the application methods.

SIG Leaders Prioritization:
100% in agreement that R should be the key focus
· How can we validate R, so that regulators are happy with the validation – Could work with Mango solutions and ask them to update us on their progress, however as an industry we can’t be reliant on 1 vendor so we need to work alongside them and give bigger solutions.  EISAI – have worked on this and we could reach out to them.  CRAN project – can we draw from their group?
R Foundations’s guidance https://www.r-project.org/doc/R-FDA.pdf
· How can we provide code/ best practices for people to take forward?
· Focus on areas that R is better than SAS. Ensure we don’t duplicate what SAS are developing for release. Also don’t want to develop R code which is available in other validated software.  R is much better at graphics (especially interactive graphics than SAS).  Rshiny is often used for internal exploratory use so could produce a guide to its use that would not require validation (could also look at Spotfire)
It was agreed, that we don’t need to validate R, when it’s for exploratory analysis, but if being used for submission work then we need to validate.  

Estimands
Put Estimands on hold, because what will be required is not yet defined by the ICH requirements. Stay in close contact Chrissy Fletcher & the ICH E9 addendum revision group.  Once Addendum implemented (+ 6 months), then we can re-look at this and the 2nd priority on the list.




Action Items

	Action Item
	Assigned team member(s)
	Deadline
	Status

	Report back to the group areas in their experience that R does it better than SAS.  It can be either “Hints & Tips” in R used for exploratory uses (could be a quick gain)  or more “regulatory R use” which would need validation.

Such as: 
Hints & Tips: R Shiny – interactive graphics much better than SAS but SAS can do this (awkwardly) & spotfire designed to do this & validated.


	All
	30 October 2016
	Open

	Lyn to set up call, to be held before Christmas (hopefully) but after SAS & Mango presentations
	Lyn
	12 November 2016
	Open

	Lyn to try to arrange a presentation from SAS and research what SAS are currently developing in the next release (9.5?)

	Lyn
	30 October 2016
	Open

	Email Mango to invite them to present to us on their current R development & validation progress

	[bookmark: _GoBack]Craig
	30 October 2016
	Open

	To send the feedback from the SIG meeting to the group
	Craig
	30 October 2016
	Open
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Contact details and future ideas.xlsx
Contacts

		Name 		Email		Phone

		Craig Mcilloney (PPD)		Craig.McIlloney@ppdi.com		+44 (0)1223 374 100      

		Lyn Taylor (PRA)		taylorlyn@prahs.com		+44 118 921 3058 

		Chris Toffis (Amgen)		ctoffis@amgen.com

		David Inman (GSK)		 david.w.inman@gsk.com

		Wilmar Igl (AZ)		Wilmar.Igl@astrazeneca.com		+44 1763 263 624

		Selvaraj Sivasubramaniam (Aberdeen University)		selvaraj@abdn.ac.uk		+44 1224 437149  				Email is none existant 6sep2016 (called this number & was told he'd left the university - no forwarding details).

		Yann Robert (Servier)		yann.robert@servier.com		+33 (0)1 55 72 34 83
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AIMS ideas

		Proposer		Category		Sub-category		Priority		quick win?		Area to focus on		Detail

		Dave		Estimands		MI		9		Y		Multiple Imputation (as part of a wider Missing Data/Estimands topic)		o   Efficiency related : number of imputations, SAS options, parallel computing, SAS procedures, data structure (e.g. 12x weekly vs. 6x fortnightly)

		Craig		Estimands		TBC		9				Estimands

		Craig		Computationally Intensive Methods		Modelling & Simulation		9				Simulation & modelling

		Lyn 		Estimands		Assumption checking 		9				Estimands - pMI vs MI and assumptions checking (logistic, bayesian, other model checking)		more specifically when you should use pMI or MI (Using each treatment group to impute those in the same roup).  How much emphasis does the model put on own subjects last result vs other patients in the group.  Examples of code to do this and what  assumption checking should be done.

		Dave		Estimands		MI		9				Multiple Imputation (as part of a wider Missing Data/Estimands topic)		o   Huge topic.... so could focus on phased output, possible sub-topics

		Dave		Estimands		MI		9				Multiple Imputation (as part of a wider Missing Data/Estimands topic)		o   Technical options : ANCOVA vs. MMRM, Covariance Structures, Degrees of Freedom Calculation Methods, Non-parametric Methods

		Dave		Estimands		MI		9				Multiple Imputation (as part of a wider Missing Data/Estimands topic)		o   Imputation Methods (e.g. Delta-shift, Placebo MI):  Which methods can be applied directly in SAS/R? Which require other steps? Limitations

		Dave		Estimands		Missing data		9				Missing Data & Estimands

		Yann		Estimands		TBC		9				Estimands		 (but rather in a second time, for the implementation of the Addendum)

		Wilmar		Computationally Intensive Methods		Parallel computing		7.5		Y		Using parallel computing for simulation and modelling		Note: I have experience how to use multicore parallel computing in R, but not in SAS. One maybe also extend this to portable batch submission systems (Sun Grid, SLURM, etc), which is quite generic, but requires a high-performance computing grid.

		Dave		Computationally Intensive Methods		Parallel computing		7.5		Y		Parallel Computing 		o   How to perform in Different Platforms (e.g. R, SAS) 

		Dave		Computationally Intensive Methods		Parallel computing		7.5		Y		Parallel Computing 		o   Hint/Tricks/Guidance on Best Practices

		Yann		Computationally Intensive Methods		Parallel computing		7.5		Y		Modeling & Simulation		 (high-performance, parallel computing…)

		Chris		Computationally Intensive Methods		Modelling & Simulation		7				Modelling & Simulation		Broadly speaking, a lot of the sessions that I see advertised don’t really capture a lot of the planning or implementation (which I think would be quite interesting to most people) and instead the focus is mainly on result interpretation.

		Craig		Regulatory		CDISC		6.5		Y		CDISC explained for statisticians		guidance doc. (MI - complex stats, how to structure program for submission)

		Wilmar		Other groups investigations		Other groups investigations		6		Y		Look at what similar groups are doing, e.g. IBS-DR/Statistical Computing		http://sysbio.uni-ulm.de/ocs/index.php/statcomp/statcomp16

		Craig		Software validation		R		6		Y		Mango solutions – R validation

		Yann		Software validation		R		6		Y		Use of R in regulatory submissions 		(validation of R and packages, creation of a list of reliable/widely used/recommended packages, evolution of R use versus SAS….)

		Dave		Computing		SAS analyses		5		Y		Coders corner		o   Hint/Tips/Tricks on less well known procedures that are useful in statistical analysis or specifically to statisticians

		Dave		Computing		SAS analyses		5		Y		Coders corner		o   e.g. things that are not obvious how to do that we could create a repository of quick coders tips showing how to perform in different platforms (parallel computing would fall under this category).

		Chris		Big data		Technologies		3				Use of external technologies		How the use of emerging tech (not just smartphones but other wearable technologies can be appropriated and incorporated into our analysis – not just on a data-level)

		Dave		Big data		Technologies		3				Big data (e.g. digital health, HR monitors)

		Wilmar		Computing		Graphical interfaces		2.5		Y		Using R and Shiny to build custom, web-based graphical user interfaces for R packages		Note: http://shiny.rstudio.com/tutorial/

		Dave		Methodology		Extreme value methods		2				Extreme Value Methods (e.g. detection of safety signals)

		Yann		Methodology		Extreme value methods		2				share information and our experiences about some specific topics 		such as tools used for signal detection and for data visualisation in the context of congresses, abstracts… 

		Wilmar		Computationally Intensive Methods		machine learning		1.5				Using state-of-the-art deep learning paradigms for machine learning, e.g. Google/Tensorflow, H20		Note: https://www.tensorflow.org/, http://www.h2o.ai/verticals/algos/deep-learning/
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