Adding Value – Statistical Contributions to Drug Development 

As well as providing input into the design, analysis and reporting of clinical trials, the clinical statistician has a number of other avenues where they can influence the strategy and development of a clinical program. This one day meeting is aimed at statisticians with some experience in the pharmaceutical industry who would like to learn more about how they can expand their statistical influence beyond just “crunching the numbers”.
09.30 – 10.00 
Registration and Coffee

10.00 – 10.30
Beyond phase 3: some other burning          platforms
  Steve Pyke, Pfizer
10.30 – 11.15
Adding value to the interpretation of clinical trial safety data

  Harry Southworth, AstraZeneca

11.15 – 12.30
Going beyond "dose": The principles of model based drug development

Mike Smith, Pfizer
12.30– 13.30
Lunch

13.30 – 14.15 
Case study: using modelling and simulation to help a multifunctional team to think and work together
   Michael O’Kelly, Quintiles Ireland Ltd
14.15 – 15.00
Giving the right drug to the right people: Statistical challenges in clinical biomarker development
Jianmei Wang, Roche Products Ltd 
15.00 – 15.15
Coffee 

15.15 – 16.00 
Are you Guilty? – The Crimes and Punishments of the CRO-Pharma Relationship

   Carrie Eason, Quintiles Ltd
16.00 – 16.45
Missing data: It is better to prepare and prevent than to repair and repent? 
   Sara Hughes, ViiV Healthcare 
16.45 – 17.00
Meeting Close

  Steve Pyke, Pfizer
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13 October 2010
Venue

Central London
Registration Costs 

Fee includes lunch & refreshments

Registration on or before 15th September
 PSI Members 

 £110.00 (plus. £19.25 VAT)

 Non-Members*

 £145.00 (plus. £25.38 VAT)

 Registration after 15th September 

 PSI Members

 £160.00 (plus. £28 VAT)

 Non-Members*

 £195.00 (plus. £34.13VAT)

* Price includes 1 year PSI affiliate membership 

Contact:

Jenny Butterworth

Tel: +44 (0)1625 267882
 Fax: +44 (0)1625 267879   

admin@psiweb.org

PSI Executive Office

Kingston Smith Association Management

South Park Road,

Macclesfield

SK11 6SH 

UK

YOU CAN NOW REGISTER 
AND PAY ONLINE AT www.psiweb.org

MEETING ABSTRACTS AND PRESENTATIONS WILL BE POSTED ON  www.psiweb.org
Abstracts

Title:  Beyond phase 3: some other burning platforms

Stephen Pyke, Pfizer

Abstract:  Anyone familiar with the history of ICH will be unsurprised to learn that it was during the late 80’s and into the 90’s that PSI membership grew most rapidly.  Like me, they will also have observed that the growth in numbers of statisticians in our industry was most rapid in support of Phase 3 clinical trials.  However, challenging as phase 3 trials and the submission process may be, and as has become increasingly clear, the real burning platforms in our industry are elsewhere, as evidenced by near universal increases in candidate attrition in all phases of development right across our industry.  And while I would not challenge the need for the development of adaptive designs for phase 2 and phase 3 clinical trials (less still challenge the value of these developments), the energy committed to picking through the inherent technical challenges has in my view obscured the need for statisticians to devote themselves more fully and in greater numbers to other areas where they can do more to directly address the yawning gap that has opened up between past and present productivity.  To illustrate my thesis, I will briefly touch on a number of areas in discovery, development and commercialisation where, I believe, there is much we can do, and set out some simple strategies that might move us forward.

Adding value to the interpretation of clinical trial safety data

Harry Southworth, AstraZeneca

Traditionally, statisticians have restricted their analysis of safety data to simple summaries. Several recent high profile cases of drugs being withdrawn or restricted due to safety issues make clear that statisticians need to start offering a lot more. Modern statistical and data mining approaches can be used to identify interesting safety issues in clinical trial data, and to enable clinical reviewers to gain deeper understanding of the safety profiles of drugs, thus enabling more informed risk-benefit assessment.

Title: Going beyond "dose": The principles of model based drug development
Mike Smith, Pfizer

Abstract:   We routinely analyse data from individual clinical trials comparing doses with placebo or comparator arm. In doing this we often ignore additional available information within the trial and in available literature data that would help us make better inferences and decisions for future trials. The principles of model based drug development include fully understanding drug exposure (PK), exposure-response (PK/PD), disease models, competitor information through meta-analysis of literature data, influences of trial design and execution on the outcome (e.g. dropout influence and imputation methods), the influence of our analytical technique, the application of decision criteria (how do we make decisions?), and trial performance metrics (are we making the right decisions?). Closer working relationships between statisticians, clinical pharmacologists and clinicians are essential to properly implement these methods and synthesise all we know about the performance of our drug and ensure that we are making decisions based on the best available information.
Title: Case study: using modelling and simulation to help a multifunctional team to think and work together
Michael O’Kelly, Quintiles
Early in phase II, three strategies for finding the right dose of a new treatment were mooted by a development team. The CRO statistician and the sponsor statistician simulated the entire program – phase IIa, IIb and III – to help the multifunctional development team assess which strategy suited. The simulations helped communication among the team members and allowed them to consider new ideas, and eventually led to a fourth adaptive design strategy also being assessed. 

The methodology used to produce the simulations is briefly described, and it is shown how the results of the simulations helped the planning process.

Giving the right drug to the right people: Statistical challenges in clinical biomarker development
Jianmei Wang, Roche Products Ltd
Is the drug in development entering a competitive market where multiple treatment options are available for the same indication? Does the current drug deliver high benefit in some patients but high risks in others? Despite of the large effort in developing companion diagnostics predictive of treatment benefit, success cases are few, as the challenges are great. Biomarker effect signals from early development come with large uncertainties; high throughput technologies produce too much data; metrics for clinical benefit are often hard to quantify; exploratory analyses without sound scientific and statistical strategies could be ineffective and costly; regulatory guidelines are not yet clear. This talk will present various types of statistical support needed in a biomarker program, from designing of biomarker studies, data analysis, to quantitative decision making. Statisticians must expand their quantitative skills and form close partnership with scientists and clinicians in order to face up to the challenges in this exciting field.
Title: Are you Guilty? – The Crimes and Punishments of the CRO-Pharma Relationship
Carrie Eason, Quntiles
Are you a Pharmaceutical Company Statistician/Programmer who regularly works with a CRO Statistician/Programmer or vice versa? If so, what type of Pharma-CRO relationship do you think you currently have? Are you guilty of late requests for additional work or agreeing to deadlines that you subsequently don’t meet? Do you think there is room for improvement and would you benefit from some tips on how to get the most out of your Pharma-CRO relationship? 

In this presentation, we shall consider various Pharma-CRO relationship styles ranging from the completely “hands-off” approach to the “micro-managers”. We will look at each style in turn discussing what works well, what not so well (the “Crimes”) and the resulting consequences of each style (the “Punishments”). We will also share our own experiences of working with different types of Pharmaceutical Companies (we call them “Customers”), providing some practical tips on how to build and maintain a good working relationship with different styles. It is important in a fast-pace, ever-changing clinical trials environment that Statisticians and Programmers “stick-together” and get the most out of their Pharma-CRO relationships. Well, we are all on the same side after all aren’t we?

Title:  Missing data: It is better to prepare and prevent than to repair and repent? 

Sara Hughes, Head of Statistics, ViiV Healthcare

Abstract:  Does your study team know what the critical data is for analysis? Does your team know what most damages the trial's statistical power? Does your team know what level of missing data cannot be repaired? Considerable research has been done in recent years to develop sophisticated statistical methods for handling missing data and dropouts in the analysis of clinical trial data. However, there has not been sufficient emphasis by either statisticians or other study team members on proactively setting out at the study initiation stage to assess the impact of missing data and investigate ways in which to reduce dropouts. Doing this has the potential to considerably improve the clarity and quality of study results and also increase efficiency. 

This talk will present an example from HIV where Statistics and Clinical Operations collaborated to try and reduce non-treatment-related dropouts. The first step was to perform a pooled analysis of past HIV trials investigating which patient subgroups are more likely to drop out unnecessarily. The second step was for the statisticians educate study personnel at all levels about the patient types more likely to dropout, and the impact this has on data quality and sample sizes required. The final step was to then work with each group to create a proactive plan regarding focused retention efforts, identifying ways to increase retention relevant to the patients most at risk.  All these steps required strong influencing and communication skills from the statistics group and the talk will also reflect on this.

