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GUEST EDITOR'S NOTE: 
DIA WORKSHOP ON STATISTICAL 

METHODOLOGY IN CLINICAL R&D 

MEINHARD KIESER, PHD 
Head Biometrics, Dr. Willmar Schwabe Pharmaceuticals, Karlsruhe, Germany 

THE DIA WORKSHOP on "Statistical 
Methodology in Clinical R&D" held in April 
2001 in Vienna, Austria was the 12th of 
its kind in Europe. Over the past decade, 
since the initiation of this workshop, the en
vironment in which research-based pharma
ceutical companies operate has changed dra
matically. The process of mergers and 
acquisitions has led to an increasing global
ization of drug development, and economic 
pressures have forced drug companies to 
shorten the time to market and to reduce 
costs. These changes have also strongly in
fluenced the role of biometricians working 
in the field of research and development 
(R&D). More and more, topics such as stan
dardization and project management seem to 
dominate their work. The phrase "industrial
ization of science" properly characterizes 
this situation. Nevertheless, or, more accu
rately, just for that reason, the development 
and application of novel statistical methods 
in the design and analysis of clinical trials 
plays an even more important role than ever. 

It was the aim of the workshop session 
on "Case studies for the implementation of 
innovative statistical methods in clinical tri
als" to provide examples of the benefits of 
new statistical methodology and to encour
age their application. John Whitehead's pa-
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per describes methods for predicting the final 
sample size and total duration of sequential 
survival studies. Tim Friede's and Zhenming 
Shun's papers provide procedures for sample 
size adaptation of an ongoing trial. In the 
first approach, the sample size is recalculated 
on the basis of a variance estimate gained 
from the blinded data. In contrast, Shun pro
poses to use the treatment difference ob
served at an interim stage for sample size 
reestimation, which might be controversial 
to some biometricians. Gerhard Hommel's 
paper demonstrates further directions for 
flexibility in trials with adaptive designs. 
Data-driven changes of an a priori defined 
order of hypotheses or inclusion of new 
hypotheses after an interim analysis can be 
realized while still controlling the specified 
type I error rate. 

In her introductory paper from the session 
on "Resampling as a tool in the analysis of 
clinical trials," Iris Pigeot reviews the basic 
principles of jackknife and bootstrap tech
niques and illustrates their application in bio
medical research. In a second article, she 
addresses the problem of calculating boot
strap percentiles for the evaluation of bio
equivalence of two different drug formula
tions according to a recommendation in the 
corresponding FDA draft guidance. A fur
ther application of the bootstrap approach is 
given by Andrew Briggs, who prepared a 
paper on design and analysis of cost-effec
tiveness studies. 

It is a must that any session on "Contro
versial topics in pharmaceutical statistics" in-

1385 



1386 

eludes a presentation on Bayesian methods. 
Robert Matthew's paper describes how their 
application can lead to quantitative credibil
ity assessments of clinical trial outcomes. A 
topic that is discussed passionately these 
days is the question of whether patients can 
be targeted with individual treatments in the 
near future. Stephen Senn 's paper "Individ
ual therapy: New dawn or false dawn?" ad
dresses statistical issues that make individual 
targeting of therapies considerably more 
complicated than commonly supposed. 

Meanwhile, it has become a tradition that 
the statistical workshop includes a session 
on a specific therapeutic area, this time on 
"Statistical issues in respiratory clinical tri
als." In Anders Kallen's paper, the widely 
used concept of therapeutic equivalence is 
questioned, and an argument is made for al
ternative designs. The critique and the pro
posed methods are illustrated by a clinical 
trial program for an inhaled glucocorticoster
oid to be used in asthma. 

Since its implementation in 1998, the In
ternational Conference on Harmonization 
(ICH) E9 guideline has become a key docu
ment for statistical work associated with clin
ical trials. However, it was felt that for some 
important issues, the guideline leaves too 
much room for interpretation or is not de-
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tailed enough to answer difficulties which 
occur in practice. As a consequence, the 
Committee for Proprietary Medicinal Prod
ucts (CPMP) prepares the so-called "points 
to consider" papers to address these prob
lems. It was a play on words that led to 
the session "ICH E9 reconsidered." The title 
of Jiirgen Kiibler's paper, "Validity and 
interpretation of meta-analyses, and one 
pivotal study," coincides with the recently 
adopted points to consider document. He pro
vides a review of current guidelines on these 
topics and explores their role in clinical drug 
development. Finally, Tie-Hua Ng discusses 
aspects to be considered for the choice of 
delta in noninferiority and equivalence test
ing. It should be noted that CPMP adopted 
a points to consider paper on "Switching be
tween superiority and non-inferiority" in 
2000. 

I would like to thank each of the authors 
and reviewers for sharing their experiences 
with the journal readership. I am also very 
grateful to Tom Teal, Editor-in-Chief of the 
Drug Information Journal, and to Christy 
Chuang-Stein, for their continuous encour
agement and support, and for giving me the 
opportunity to present these papers from the 
Vienna workshop in this issue of the Drug 
Information Journal. 




