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1. Introduction
Modern clinical trials often address 
multiple objectives and utilize complex 
designs. Multiple objectives may result 
from the desire to evaluate an experi-
mental treatment according to multiple 
endpoints, to compare multiple dose 
levels of a treatment to a common 
control, etc. Each of these components 
contributes to complex inference and 
potential Type I error inflation . In addi-
tion to addressing multiple objectives, 
modern clinical trials often employ 
adaptive designs. Data-driven decision 
rules used in adaptive trials (e.g., early 
stopping rules, adaptive hypothesis 
selection rules, rules for sample size 
adjustment) offer efficiency which is 
often not achieved in fixed designs; 
however, these design characteristics 
also have the potential to increase the 
trial’s Type I error rate. The general 
problem of error rate inflation due to 
multiple objectives or adaptive designs 
is termed the multiplicity problem. 
Methods for addressing multiplicity are 
known as multiplicity adjustments or 
multiple testing procedures (these terms 
are used interchangeably in this paper).

Given the complexity of today’s 
clinical trials, in terms of objectives, 

design features and analysis strategies, 
clinical trial sponsors and regulatory 
bodies must pay considerable atten-
tion to multiplicity. Both the U.S. Food 
and Drug Administration (FDA) and 
European Medicines Agencies (EMA) 
have recently released draft guidelines 
on the topic (FDA, 2017; EMA, 2017). 
Based on these guidelines and regula-
tory precedent, it is generally well 
understood that study-wise Type I error 
rate control is a standard expectation 
for confirmatory clinical trials, under-
scoring the importance of multiplic-
ity adjustments in this setting. In this 
paper, we provide a high-level review 
of multiplicity issues arising in confir-
matory clinical trials, offer commentary 
on the recent FDA draft guidance and 
present considerations for selecting an 
efficient and robust multiple testing 
strategy in a confirmatory trial. 

2. Multiplicity in Clinical Trials
As already noted, several sources of 
multiplicity may occur in a clinical 
trial. A common source of multiplicity 
occurs when the effect of a treatment is 
evaluated according to multiple mea-
sures or endpoints. Demonstration of a 
statistically significant treatment effect 
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versus control on a primary endpoint is essential for 
regulatory approval, while significant treatment effects 
on secondary endpoints enable additional regulatory 
claims. Another common source of multiplicity occurs 
when the effect of a treatment is evaluated at multiple 
dose levels (e.g., low, medium, or high) or in multiple 
dosing regimens (e.g., twice/day dosing or once/day 
dosing). The search for personalized medicine has led 
to another potential source of multiplicity. Confirma-
tory trials, known as multi-population tailoring trials 
(Millen et al., 2014, 2012), evaluate treatments in mul-
tiple pre-defined patient populations and may lead to 
treatment approval and labeling in one or more popula-
tions. Another common source of multiplicity is found 
in interim analyses. It is important to note that these 
sources of multiplicity may occur simultaneously in any 
clinical trial. For example, a trial evaluating multiple 
dose levels of a treatment will often do so according 
to primary and secondary endpoints. Confirmatory tri-
als with several sources of multiplicity are the norm in 
modern clinical trials, enabling rich inference on experi-
mental treatments in a single trial.

The following two case studies based on recently 
conducted confirmatory trials illustrate the concept 
of several sources of multiplicity and underscore the 
challenges sponsors face in trials with multiple objec-
tives and interim analyses that offer multiple chances to 
‘win’, i.e., demonstrate a statistically significant treat-
ment effect on the primary endpoint(s).

The first example is a pivotal study of pomeglume-
tad methionil (Downing et al., 2014). There were three 
sources of multiplicity in this trial. The effect of the 
experimental treatment versus placebo was evaluated 
in two pre-defined populations, at two dose levels, and 
for multiple endpoints. The primary and key second-
ary endpoint were well-established endpoints in Phase 
III schizophrenia trials, namely, mean changes from 
baseline in the Positive and Negative Syndrome Scale 
(PANSS) total score and Personal and Social Perfor-
mance Scale (PSP) score, respectively. The populations 
consisted of the overall population of patients with 
schizophrenia and a pre-defined subpopulation based 
on genotypic and phenotypic information. The multiple 
testing procedure applied was a nonparametric (Bonfer-
roni-based) chain procedure (Millen and Dmitrienko, 
2011) which allocated alpha to the testing of the primary 
endpoint at each dose level in each population, with  

pre-specified a-propagation rules between populations 
and between the primary and key secondary endpoint. 

The second example is the COMPASS trial that was 
conducted to evaluate the efficacy and safety of rivar-
oxaban alone or in combination with aspirin in patients 
with stable atherosclerotic vascular disease (Eikelboom 
et al., 2017). Three sources of multiplicity needed to 
be accounted for in this trial. First, the efficacy assess-
ments were performed based on the primary endpoint, 
which was a composite of cardiovascular death, stroke 
or myocardial infarction, and three prospectively defined 
key secondary endpoints. Furthermore, two rivaroxaban 
regimens (rivaroxaban alone and rivaroxaban plus aspi-
rin) were tested versus control (aspirin). A multiplicity 
adjustment strategy was developed to address the first 
two sources of multiplicity. This strategy relied on a 
Hochberg-based gatekeeping procedure (Brechenmacher 
et al., 2011) that accounted for key features of this multi-
plicity problem such as a positive correlation between the 
two dose-control contrasts. Finally, two interim analyses 
were utilized in the trial to support an option to terminate 
the trial early due to superior efficacy. The combination 
function approach (Bauer and Köhne, 1994; Bauer and 
Kieser, 1999) was applied to control the Type I error rate 
over all sources of multiplicity in this trial. 

As illustrated in each of these examples, modern 
clinical trials with multiple sources of multiplicity 
present complex considerations in the application of 
multiple testing procedures to provide the study-wise 
type I error control necessary for valid, confirmatory 
inference. Section 3 presents an overview of the FDA’s 
draft guidance and its role in facilitating appropriate 
inference from clinical trials. Section 4 presents an 
overview of approaches for selecting a multiple testing 
procedure for a trial.

3. FDA’s Draft Guidance on Multiple Endpoints
In January 2017, the FDA released its long-awaited 
draft guidance on multiple testing, Multiple Endpoints 
in Clinical Trials: Guidance for Industry. The impact of 
this document will, of course, reach beyond the U.S. 
borders, as the opinions and guidance of FDA are influ-
ential with clinical trialists and regulatory bodies around 
the globe. In this draft guidance, the FDA provided its 
current thinking on the multiplicity problem imposed by 
multiple endpoints in the analysis and interpretation of 
clinical study results. With an emphasis on methods for 
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addressing this problem in clinical trials, the guidance 
document offers a fairly comprehensive review of avail-
able, applicable multiple testing methods. The review 
covers methods ranging from very basic multiple testing 
procedures (e.g., Bonferroni and fixed-sequence proce-
dures) to quite complex procedures (e.g., mixture-based 
gatekeeping procedures) and the relationships among 
them. In doing so, the document provides a solid intro-
ductory tutorial on methods for maintaining strong con-
trol of the study-wise Type I error rate in the presence 
of multiple endpoints.

Formally, the guidance’s scope is limited to settings 
with multiple endpoints. However, the multiple testing 
procedures defined in the context of trials with several 
endpoints are also applicable to other types of multiplicity 
problems. Of course, some procedures developed specifi-
cally for other multiplicity problems, such as the Dunnett 
and related procedures for multiple comparisons to a 
common control, are not discussed in the guidance. Simi-
larly, approaches to handling multiplicity in trials with 
data-driven decision rules at interim looks are beyond the 
guidance’s scope. Information on appropriate methods 
employed in these latter settings can be found in the FDA 
draft guidance on adaptive designs (FDA, 2010). 

Importantly, the guidance is very clear that applicable 
methods of multiple testing are not limited to those 
defined in the document. Any attempt at an exhaustive 
coverage of allowable methods would be incomplete or 
quickly obsolete. Instead, in this guidance, the FDA pro-
vided a welcomed primer on the testing of multiple end-
points, with extensions to other multiplicity problems, 
which is a valuable reference for all clinical trialists. 

It is stressed in the guidance that pre-specification of 
multiple testing procedures is an imperative in confir-
matory trials. However, acceptable means of communi-
cating pre-specified multiple testing procedures are not 
explicitly addressed in the guidance. Given the number 
and complexity of potential multiple testing procedures 
for any given clinical trial application, sponsors of 
clinical trials must take care to fully specify (without 
ambiguity) the planned procedure. Specification of a 
multiple testing procedure via a closed testing represen-
tation (Marcus, Peritz and Gabriel, 1976; Dmitrienko 
et al., 2009), a partitioning representation (Steffanson, 
Kim and Hsu, 1988; Finner and Strassburger, 2002), 
multi-step decision rules (Goeman and Solari, 2010), 
graphical representation (Bretz et al., 2009;), or chain 

procedure representation via a-allocation and a-propa-
gation parameters (Millen and Dmitrienko 2011) are all 
reasonable options. These various means of specifica-
tion are, no doubt, already present in SAP’s and proto-
cols submitted to the FDA, despite not being explicitly 
discussed in the guidance. 

Due to the number of potential multiple testing 
procedures and the complex inferential considerations 
for modern clinical trials, it is important to formulate 
principles and process guidelines for choosing the most 
appropriate multiplicity adjustment for a given clinical 
trial. This topic will be discussed in the next section.

4. Selection of Multiple Testing Procedures
Several recent publications have discussed criteria 
for identifying the “best” adjustment strategy for a 
particular multiplicity problem. In general, selection 
of an appropriate multiple testing procedure involves 
consideration of the procedure’s relevance and its 
performance (Dmitrienko et al., 2011). A relevant pro-
cedure provides strong control of the Type I error rate 
while incorporating all clinically meaningful logical 
constraints among the null hypotheses of interest. To 
illustrate the concept of logical restrictions, consider a 
clinical trial designed to evaluate the efficacy profile 
of two doses of a novel treatment versus control on 
two endpoints. The first endpoint serves as the primary 
endpoint and the other one as a key secondary endpoint 
that provides supportive evidence of effectiveness. 
Most commonly, a dose-placebo test on the secondary 
endpoint is not considered meaningful unless the cor-
responding test on the primary endpoint is significant. 
This relationship between the tests on the primary and 
secondary endpoints imposes restrictions that ought to 
be taken into account when defining the candidate set 
of all relevant multiple testing procedures. The role of 
logical restrictions in trials with ordered clinical objec-
tives was discussed in O’Neill (1997) and Hung and 
Wang (2009). 

Within the candidate set of relevant procedures, 
preference should be given to procedures with bet-
ter performance. Such procedures will fare better on 
application-specific metrics set by the clinical trial 
researcher. The metrics generally incorporate various 
measures of probability of success, e.g., disjunctive 
power or weighted power, and may couple these with 
utility values for various outcomes. A review of com-



BIOPHARMACEUTICAL REPORT FALL 2017 4

monly used metrics was provided in Millen and Dmit-
rienko (2011) and Dmitrienko and Paux (2017a). 

To facilitate the process of evaluating the performance 
of multiple testing procedures from the candidate set, it 
is recommended to take advantage of the Clinical Sce-
nario Evaluation (CSE) approach (Benda et al., 2010). 
The CSE was introduced to streamline systematic, 
quantitative assessments of trial designs and analysis 
methods in clinical trials. It has also been successfully 
applied to a broad class of optimization problems. A 
CSE-based framework for clinical trial optimization was 
presented in Dmitrienko and Pulkstenis (2017). Optimal 
selection of multiple testing procedures based on the 
principles formulated above in complex multiplicity 
problems arising in trials with several outcome variables, 
dose-placebo comparisons and/or patient populations 
were discussed in Dmitrienko and Paux (2017b, 2017c). 
Software implementation of the optimization algorithms 
relied on the Mediana R package (Paux and Dmitrienko, 
2017) that supports all multiple testing procedures com-
monly used in clinical trials.

5. Summary
In closing, Type I error rate control is critical to decision 
making from clinical trials. Common sources of potential 
Type I error rate inflation in modern clinical trials include 
data-dependent design adaptations (FDA, 2010) and multi-
ple testing. The recently published FDA guidance provides 
a comprehensive coverage of multiplicity issues arising in 
confirmatory clinical trials with multiple endpoints. Future 
extensions of this guidance to incorporate other multiplic-
ity components, as well as integration of the concepts in 
other guidance documents, e.g., guidance on subgroup 
analysis, would expand the impact and appropriate appli-
cation of these concepts in confirmatory trials.

Given the importance of the general topic of multi-
plicity in confirmatory trials, we close by mentioning 
a few useful resources for clinical trial statisticians 
who are interested in learning more about multiplic-
ity problems arising in confirmatory clinical trials 
and popular approaches to addressing multiplicity. 
A summary of the recent advances in multiplicity-
related research is provided in review papers and 
tutorials published over the past 5 years, includ-
ing Alosh, Bretz and Huque (2014), Dmitrienko, 
D’Agostino and Huque (2013), and Dmitrienko and 
D’Agostino (2013).

In addition, the Biopharmaceutical Section is launching 
an online training program that provides convenient and 
inexpensive training options for the Section’s members. 
This program includes a full-day course on key multiplic-
ity issues in clinical trials. For more information about the 
program and this particular training course, please visit 
http://sprmm.com/asa-biopharmaceutical-section. n
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SCIENTIFIC WORKING GROUP PROPOSAL COMMITTEE

GUIDELINES FOR PROPOSALS
The ASA Biopharmaceutical Section recognizes the 
value of cross-community efforts in advancing statisti-
cal and regulatory science. To enable this, the executive 
committee encourages members to submit research 

topics that contribute to the 
goals of advancing the science, 
enabling innovation, and lever-
aging the expertise of the broad 
membership affiliations of the 
section. Members are encour-
aged to submit proposals to 
the Scientific Working Group 
Proposal Committee for review 
and if appropriate, subsequent 
consideration by the section 

executive committee. The proposal should be formal 
in nature, so that, if acceptable, it can be used as the 
basis of a scientific working group charter, and it should 
include at a minimum the following items as part of a 
submission (additional information beyond the bulleted 
items presented here is welcome):

• Who is proposing it?
• Topic and primary goal of the scientific  

working group
• Why is this an important topic to research  

(e.g. potential impact)?
• Why is this an appropriate topic for  

ASA Biopharm Section sponsorship?
• Are there any other known scientific working 

groups currently addressing this topic? If yes, 
what unique values will this SWG bring? If yes, 
please discuss potential opportunity for linkage 
to another group if other groups already exist. If 
“don’t know,” please state how you will follow-
up to make sure there is not a redundancy in the 
statistical community.

• Estimate of the initial # of members for the work-
ing group, and if any non-statistician consultants 
will be part of the effort.

• How long will do you anticipate it will take the 
group to reach its goals?

• Is financial support needed from BIOP?
• What will be the best avenues of communication 

to advertise the efforts, accomplishments, papers, 
presentations, etc. of this SWG?

It is also important to include the name(s) of the chair/
co-chairs of the group, who should be chosen through 
an election of the scientific working group members. 
For example, sponsor(s) of a proposal can put together 
a list of members of the working group, but once the 
proposal is approved, an election among the scientific 
working group members should be held to choose the 
working group chair(s) from among the group’s mem-
bers. While the working group can continue to work 
as long as it has a charter approved by the Section, the 
Section has imposed a time limit for scientific working 
group chairs of no more than three years with a pos-
sibility of a one-term extension via election within the 
working group, consistent with the rules applied to all 
committee chairs within the section. n

More information 
can be found at:  
http://community.
amstat.org/biop/
aboutus/sub-
committees/swg.

Or by emailing: 
asabiop.sciwg@
gmail.com

SAVE THE DATE!
2018 ASA Biopharmaceutical 
Section Regulatory-Industry 

Statistics Workshop
September 12–14, 2018

Marriott Wardman Park, Washington DC

Parallel Session, Short Course, and Town Hall Proposal 
Submissions Accepted 

October 30 – December 7, 2017

ww2.amstat.org/meetings/biopharmworkshop/2018

http://community.amstat.org/biop/aboutus/sub-committees/swg
http://community.amstat.org/biop/aboutus/sub-committees/swg
http://community.amstat.org/biop/aboutus/sub-committees/swg
http://community.amstat.org/biop/aboutus/sub-committees/swg
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INTRODUCING THE ALZHEIMER’S 
DISEASE SCIENTIFIC WORKING GROUP   
Of the top 10 leading causes of death in the U.S., 
Alzheimer’s disease (AD) is the only one that can’t be 
prevented, cured, or even slowed. More than 5 million 
Americans are living 
with AD and count-
less others are deeply 
affected as caregivers 
and loved ones. With-
out important medi-
cal breakthroughs, the 
number of people with 
AD in the United States 
could reach 13.8 million 
by 2050. The human 
suffering and the economic burden on the nation’s 
health care system is enormous. With the baby boomers 

reaching the age of elevated risk, we are running out 
of time. This is a public health crisis. We need to take 
action and do what we can as statisticians to advance 
AD research.

The ASA Biopharmaceutical Section’s Alzheimer’s 
Disease Scientific Working Group (AD_SWG) was 
approved by the Executive Board in July of this year. This 
new AD_SWG is led by statisticians from industry, aca-
demic, and government sectors. The focus of this working 
group will be research collaboration to develop analyti-
cal approaches in relevant areas of AD, with the primary 
goals of advancing the understanding of the disease and 
enabling the next generation of breakthrough treatments. 

The AD_SWG currently has (but it is not limited 
to) representation from a range of key stakeholders 
in the AD field, including, FDA, Lilly, AstraZeneca, 

QUESTIONS  
& COMMENTS
Please contact us at:

Steve Wilson  
steve.wilson.fda@gmail.com

Hong Liu-Seifert  
liu-seifert_hong@lilly.com

RE
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N
!

Innovations and Best Practices
 for the Applied Statistician

PORTLAND, OREGON • FEBRUARY 15–17, 2018

mailto:steve.wilson.fda@gmail.com
mailto:liu-seifert_hong@lilly.com
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Roche, Genentech, Biogen, Pfizer, Merck, Novartis, 
Abbvie, Janssen, Lundbeck, Boehringer-Ingellheim, 
INC/InventivHealth and University of Southern Cali-
fornia. This broad-based AD statistics community will 
allow us to stay current, connected and collaborative.

While biopharmaceutical statisticians are taking on 
the primary leadership role in driving this new working 
group collaboration -- responsible for its goals, objec-
tives and deliverables -- to insure that any analytical 
solutions will reflect clinical relevance and needs, we 
are working to expand the SWG in the near future by 
inviting a range of experts/scientists/clinicians from 
appropriate disciplines and medical specialties. We also 
plan to reach out to and connect with the other exist-
ing AD research groups led by clinical researchers and 
patient advocacy organizations.

The AD_SWG has already received interest from 
the statistical and AD communities. We were  invited 
to introduce our WG at the CEN-ISBS 2017 Joint Con-
ference on Biometrics & Biopharmaceutical Statistics  
earlier this year, and at our own ASA Biopharm Regula-
tory/Industry Workshop (held in September) –  generat-
ing a great deal of interest from statisticians, both young 
graduates and experienced professionals, from pharma, 
CROs and academia. 

Three initial sub-work streams have been formed 
within the SWG to focus on critical topics in AD:

1. Estimands—recommendation of estimand 
choices and estimations specific to AD;

2. Disease modification—methodologies to  
demonstrate disease modifying effect; and

3. Endpoints—appropriate clinical measures for 
prevention or secondary prevention AD trials.

The deliverables for these work streams include 
white papers, presentations at scientific conferences 
and workshops. For example, we are hosted a “CTAD 
2017 Statistical Workshop: Estimands and Primary 
Analyses in AD Clinical Trials” at the Clinical Trials 
on Alzheimer’s Disease (CTAD) Meeting on Septem-
ber 2, 2017 in Boston. (CTAD is the second largest 
international conference devoted to AD research). 
This workshop aimed to bring the audience “up to 
speed” with the most current regulatory guidance 
on estimands for treatment effect in confirmatory 
clinical trials, as described in the ICH E9 Draft  

Addendum, and provided recommendations on appro-
priate estimand choices specifically for Alzheimer’s 
trials. As the estimand decision needs to be made 
jointly based on medical and statistical consider-
ations, clinicians’ insight and perspective was also 
provided. In addition, comments from regulatory 
bodies were solicited. This workshop served as the 
first step in a collaborative dialogue on the implica-
tions and the implementations of the estimand con-
cept in AD research and development. 

We view the formation of this group as a unique 
opportunity to bring together biostatisticians and other 
professionals and patient groups who are devoted to 
the development of effective new methodologies and 
statistical/scientific approaches to meet critical public 
health/Alzheimer’s disease therapeutic area research 
needs. We are very honored and excited to be a part of 
the ASA Biopharm SWG “family” and look forward to 
working with the Section and the ASA. Thank you for 
this opportunity. n

BE PART

#LeadWithStatistics

JSM
ABSTRACT SUBMISSION

IS NOW OPEN!

OF

PROGRAM
 THE

ww2.amstat.org/jsm
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THE PUBLICATIONS OFFICER UPDATE
Richard Zink, JMP Life Sciences, SAS Institute

Hi, Folks! Here is an update on Publication Team.
See paper and poster award winners and view win-

ning posters. Be sure to congratulate upcoming win-
ners from JSM 2017 and the 2017 Regulatory-Industry 
Statistics Workshop! http://community.amstat.org/biop/
awards/pastwinners

View events of interest from the Biopharm Sec-
tion and related professional organizations. http://
community.amstat.org/biop/events/recentcommuni-
tyeventsdashboard

Further explore the Events menu to:  

• Get the latest news on the Nonclinical 
Biostatistics Conference.

• View the webinar archive or find upcoming 
webinars. Be sure to register, webinars are free 
for BIOP members! www.amstat.org/education/
weblectures/index.cfm
This fall, webinars include:

Applying a Bayesian Decision-Theoretic 
Framework to Design Biomarker-
Driven Studies in Early Phase Clinical 
Development, Danny Yu (Eli Lilly & Co), 
Friday, September 29, 2017.
Quantitative Sciences for Safety Moni-
toring during Clinical Development, 
Greg Ball (Merck), Judy Li (Regeneron) & 
William Wang (Merck), Tuesday, October 
10, 2017.

• Take a half- or full-day online course with the 
Online Training Program

Check out the new menu for Scientific Working 
Groups (SWGs). Visit the Nonclinical Biostatistics 
Working Group (http://community.amstat.org/biop/
workinggroups/ncbwg/index), explore the new Clinical 
Trial Designs with Re-Randomization of Subjects SWG 
(http://community.amstat.org/biop/workinggroups/rrs/
rrs-home), or review the publications and efforts of 

the Safety SWG (http://community.amstat.org/biop/
workinggroups/safetywg). Get so inspired, submit a 
proposal for your own SWG (http://community.amstat.
org/biop/aboutus/new-item/swg).

Get involved with the mentoring program.  
http://community.amstat.org/biop/aboutus/new-item/
mentoring

Bored? Listen to a podcast! (http://community.amstat.
org/biop/podcast) You can subscribe via iTunes at www.
buzzsprout.com/16296. 

2017 Episodes include:
Episode 37: Aloka Chakravarty, Laurie Letvak & 
Bill Wang discuss multiregional clinical trials.

Episode 38: Amanda Golbeck discusses her book 
Leadership and Women in Statistics.

Episode 39: Alex Dmitrienko discusses multiplic-
ity and the BIOP pilot online training program.

Episode 40: Yuki Ando, Frank Bretz, Rob Hem-
mings and Tom Permutt discuss estimands.

Episode 41: Liz Stuart discusses the Health Policy 
Statistics Section and the upcoming 2018 Interna-
tional Conference on Health Policy Statistics.

Episode 42: Reneé Moore & Janelle Charles 
discuss the ASA Committee on Minorities in Sta-
tistics.

Episode 43: Andy Grieve, Nigel Howitt, John 
Lewis  & Lucy Rowell celebrate the 40th Anni-
versary of Statisticians in the Pharmaceutical 
Industry (PSI)

Episode 44: Weili He & Martin Ho tell us what 
to expect at the 2017 Regulatory-Industry Statis-
tics Workshop.

If you have an idea for a webinar, podcast, or an 
article for the Biopharmaceutical Report, please get in 
touch (richard.zink@jmp.com).

http://community.amstat.org/biop/awards/pastwinners
http://community.amstat.org/biop/events/recentcommunityeventsdashboard
http://www.amstat.org/education/weblectures/index.cfm
http://community.amstat.org/biop/workinggroups/ncbwg/index
http://community.amstat.org/biop/workinggroups/ncbwg/index
http://community.amstat.org/biop/workinggroups/rrs/rrs-home
http://community.amstat.org/biop/workinggroups/rrs/rrs-home
http://community.amstat.org/biop/workinggroups/safetywg
http://community.amstat.org/biop/aboutus/new-item/swg
http://community.amstat.org/biop/aboutus/new-item/swg
http://community.amstat.org/biop/aboutus/new-item/mentoring
mailto:richard.zink@jmp.com?subject=Podcast!
mailto:richard.zink@jmp.com?subject=Podcast!
mailto:richard.zink@jmp.com
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NEW BIOPHARMACEUTICAL SECTION 
SCHOLARSHIP AWARD ANNOUNCED
Richard C. Zink, JMP Life Sciences, SAS Institute

As I transition from my role as Publications Officer to 
the 2018 Chair-Elect, I wanted to take this opportunity 
to highlight a new initiative of the Biopharmaceutical 
Section.

Beginning in 2018, the Biopharmaceutical Section of 
the American Statistical Association (ASA) will offer a 
Biopharmaceutical Section Scholarship Award as part 
of the ASA awards program (http://www.amstat.org/
ASA/Your-Career/Awards-and-Scholarships.aspx). The 
goal of this award is to recognize notable research, aca-
demic achievement, and applied project work related 
to the area of biopharmaceutical statistics. In addition, 
the award will consider general academic performance, 
leadership, volunteering, and service. Annually, up to 
three students will each receive an award of $1000.

Eligible applicants must have a Bachelor’s degree 
and be enrolled in a Master’s or Doctoral program in 
statistics or biostatistics. Further, while membership in 
the Biopharmaceutical Section is not required (though 

membership is free for students), ASA membership is a 
requirement. Students can download an application and 
find submission instructions on the scholarship page 
(http://community.amstat.org/biop/awards/scholar-
ship) of the Biopharmaceutical Section website (under 
Awards). Applications may be submitted from January 
1st to March 15th each year. Winners are announced 
mid-April to be included in the ASA Awards Program at 
the Joint Statistical Meetings.

As chair of the 2018 Scholarship Award Committee, 
I’d like to ask that you share this information with any 
statistics or biostatistics programs with which you may 
be affiliated. In short, encourage students to apply! 

Finally, the success of this initiative relies on the par-
ticipation of committed individuals to serve on the Schol-
arship Award Committee. If you feel called to get involved 
in this capacity, please contact any one of the Biopharma-
ceutical Section chairs, or click the volunteer link at the 
top of the Biopharmaceutical Section webpage. n

2017 BIOPHARMACEUTICAL SECTION POSTER AWARDS
On behalf of the 2017 Biopharmaceutical Section Poster Awards committee, we would like to announce the 
JSM Biopharmaceutical Section Poster Award winners are:

First Place: “A Curtailed Design for Selecting the  
Best Among Bernoulli Treatment and Control,”  
by Mingyue Wang etc. Department of Mathematics,  
Syracuse University

Second Place: “Survival Prediction in Early-stage  
Lung Cancer via Bayesian Model Averaging of  
Nonparamateric Accelerate Failure Time Models,”  
by Kijoeng Nam etc., Merck & Co.

Third Place: “An R Shiny Foundation for  
Standardization Clinical Review Tools,” by Jimmy 
Wong etc, FDA CDER

In addition, if you plan to attend the 2018 JSM and 
plan to present a poster, you may consider participat-
ing in the Poster Competition sponsored by the ASA 
Biopharmaceutical Section. All authors who present 
posters sponsored by the Biopharmaceutical Section 
are qualified to compete for this award. Three awards 
with cash prizes of $1000, $600 and $400 will be 
given for 1st, 2nd and 3rd place, respectively. 

The process is as follows: 
1. Submit an abstract through the Biopharmaceuti-

cal Section by February 1, 2018. 
2. Submit your poster to Jingyi Liu, Chair for the 

Poster Awards, through email (liu_jingyi@lilly.
com) by July 1, 2018. n

http://www.amstat.org/ASA/Your-Career/Awards-and-Scholarships.aspx
http://community.amstat.org/biop/awards/scholarship
mailto:liu_jingyi@lilly.com
mailto:liu_jingyi@lilly.com
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2017 REGULATORY-INDUSTRY STATISTICS 
WORKSHOP POSTER WINNERS

Wijith Munasinghe, Xin Qi & BoTong, Abbvie, Inc,  
Safe and Faster Way to Reach Maximum Tolerated 
Dose (MTD) in Phase I Oncology Trials

Zhen Zeng, Meihua Wang, Xinxin Shu & Cong Chen, Merck Research 
Laboratories, Improving Dose-finding Methods for Early Oncology 
Combination Trials

Ji Lin, Zachary M. Thomas, Jingyi Liu & Mythili Koneru, 
Eli Lilly & Company, A Bayesian Hierarchical Model for 
Indirect Comparison of Immuno-oncology Drugs

FIRST PLACE

SECOND PLACE THIRD PLACE
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BIOP STUDENT PAPER AWARDS
PROCESS FOR 2018 AND CONGRATULATIONS TO 2017 WINNERS

Submissions are now being accepted for the 2018 Bio-
pharmaceutical Section Student Paper Awards. These 
awards are presented annually during the Biopharma-
ceutical Section (www.amstat.org/sections/sbiop/) open 
business meeting held at the 2018 Joint Statistical Meet-
ings (www.amstat.org/meetings/jsm.cfm) in Vancouver, 
Canada. Winners will present their paper in one of the 
contributed paper sessions at JSM and are encouraged 
to attend the section’s business meeting to receive their 
award in person. In 2017, the awards were $1000 for 1st 
place, $600 for 2nd place, $400 for 3rd place, and $200 
for honorable mentions.

Student research papers with statistical content appli-
cable to the biopharmaceutical arena are eligible for 
consideration. Submissions are judged for clarity, con-
tribution to statistics, and biopharmaceutical applicabil-
ity. Suitable topics include methodological issues in 
preclinical or clinical trials, epidemiology studies of 
drug (or device or biological) safety, genetic studies 
predicting drug (or biological) response, laboratory 
and toxicological data analyses, methods for high-
dimensional data from high-throughput screening, and 
nonlinear pharmacokinetic modeling.

Submissions should be labeled “Biopharmaceutical 
Section Student Paper Submission” and sent to Qi Jiang, 
Biopharmaceutical Section JSM 2018 program chair, at 
qjiang@amgen.com, by December 11, 2017. Specific 
formatting and submission instructions are available 
online at http://community.amstat.org/biop/awards/ 
studentpapercompetition. n

CONGRATULATIONS TO JSM 2017 
STUDENT PAPER AWARD WINNERS:

First Place
Nathaniel O’Connell, Medical University  
of South Carolina
A latent variable approach to elicit continuous 
toxicity scores and severity weights for multiple 
toxicities in dose-finding oncology trials

Second Place
Zhengling Qi, University of  
North Carolina at Chapel Hill
D-learning to estimate optimal individual  
treatment rules

Third Place
Menghan Li, Pennsylvania State University
Joint analysis of left-censored longitudinal bio-
marker and binary outcome via latent class modeling

Honorable Mentions
Florica Constantine, Johns Hopkins University
A Bayesian adaptive subgroup identification  
enrichment design

Lie Li, Southern Methodist University 
Meta-analysis of rare binary events in treatment  
groups with unequal variability

http://www.amstat.org/sections/sbiop/
http://www.amstat.org/sections/sbiop/
mailto:qjiang@amgen.com
http://community.amstat.org/biop/awards/studentpapercompetition
http://community.amstat.org/biop/awards/studentpapercompetition
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ASA COMMITTEE ON APPLIED 
STATISTICIANS PROMOTES ONGOING 
COLLABORATION INITIATIVE
Allison Florance (CAS Chair), Amit Bhattacharyya (CAS 
Vice-chair), and Eric Vance (CAS Member)

The Committee on Applied Statisticians (CAS) began 
their ASA-sponsored “Collaboration Initiative” at JSM 
in Baltimore with a workshop for ASA Section chairs 
and chairs-elect to discuss items of mutual interest. 
The initiative continues with a series of monthly webi-
nars on specific collaboration skills essential for suc-
cess as an applied statistician.

Applied statisticians must collaborate to help 
answer their organization’s research and business 
questions. With strong partnerships, statisticians can 
proactively seek fellow collaborators, work together 
to develop the research questions, design the analy-
ses, interpret the results, and help make data-driven 
decisions. To be a successful collaborator, statisti-
cians must also think holistically about and contrib-
ute to the overall project rather than focusing only 
on the project’s statistical components. 

To collaborate successfully, it is important to 
communicate clearly, know how to develop rapport, 
negotiate, understand cultural differences, and much 
more. CAS has developed a training program to 
develop these essential skills. This training program 
includes a series of free, one-hour webinars, listed 
below, to enhance the important collaboration skills 
that all applied statisticians need to be successful. 
We invite all statisticians in the Biopharm section to 
take advantage of this opportunity to enhance their 
communication and consulting skills to become bet-
ter collaborators. 

For more information on the initiative, email CAS 
at appliedstatisticians@gmail.com. To register for the 
future scheduled webinars visit the CAS website at 
community.amstat.org/cas. n

UPCOMING MONTHLY  
SEMINARS INCLUDE

• Communicating Across Cultures (15th Nov)

• Conflict Resolution (January)

• Leading with Questions (February)

• Negotiating

• Influence without Authority

• Embracing Change (or Communicating  
with Non-statisticians)

• Teamwork

• Statistical Collaboration:  
Putting the Pieces Together

PAST WEBINARS
Past webinars are now available online as a 
recording at http://community.amstat.org/cas/ 
new-item/new-item 

These recorded webinars include:

• Structuring Effective Meetings

• Cultivating Productive Relationships

mailto:appliedstatisticians@gmail.com
https://urldefense.proofpoint.com/v2/url?u=https-3A__higherlogicdownload.s3.amazonaws.com_AMSTAT_Community.AmStat.Org_CAS&d=DwMGaQ&c=UE1eNsedaKncO0Yl_u8bfw&r=nifrOKsx9sxlV3E95i6qR8SgBilAK0vhOXmueICF-lE&m=xrDUcR3jWSjoO3T5CD_dqSQSPRHZez0n5xc8UfvCBdM&s=8L5Ek2TRjJUejjgl8YjqZ_rQfJ8kFzw0rjc9NWNV67A&e=
http://community.amstat.org/cas/new-item/new-item
http://community.amstat.org/cas/new-item/new-item
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SEVENTY THIRD ANNUAL 
DEMING CONFERENCE ON APPLIED STATISTICS

MONDAY  
DECEMBER 4
Registration: 6:30 a.m.–8 a.m. 
Hot Breakfast 7 a.m.–8 a.m.

8 a.m. –9 a.m. Roles of 
Biostatisticians In New 
Drug Development and 
Regulatory Review 

n Dr. Yuki Ando; Senior 
Scientist for Biostatistics; 
Pharmaceuticals and Medical 
Devices Agency; Japan

SESSION A 
Hot Topics in Clinical  
Trials: Multiple Outcomes 
and Benefit: Risk

n Dr. Toshimitsu Hamasaki, 
Osaka University and National 
Cerebral and Cardiovascular 
Center, Japan

n Professor Scott R. Evans; 
Harvard School of Public Health

Moderator: Ivan S. F. Chan

SESSION B 
Missing Data  
Analysis Using SAS®

n Drs. Frank Liu (Merck) and 
Fang Chen (SAS® Institute) 
Moderator: Xiaoming Li

Lunch (On Your Own)  
12 p.m. –1:30 p.m.

SESSION C H
Regulatory Science  
and Drug Development  
in China

n Professor Naiqing Zhao  
(Fudan University) and  
Dr. Jie Chen (Merck)

Moderator: Xiaoming Li

SESSION D HI

Phase II Clinical 
Development of Drugs

n Drs. Naitee Ting  
(Boehringer Ingleheim)  
and Shuyen Ho (UCB)

Moderator: Ivan S. F. Chan

7:00 p.m. Speaker’s Dinner 
(Optional Added Fee Event)

TUESDAY 
DECEMBER 5
Registration: 6:30 a.m.–8 a.m. 
Hot Breakfast 7 a.m.–8 a.m.

8 a.m. –9 a.m. Bridging 
Study Evaluation and 
MRCTs in Taiwan: 
Regulatory Perspectives 
and Experiences

n Dr. Guei-Feng Tsai; Statistical 
Team Leader; Division of 
New Drugs; Center for Drug 
Evaluation; Taiwan

SESSION E HI

Generalized Linear Models

Professor Alan Agresti, 
University of Florida

Moderator: Wenjin Wang

SESSION F H
Likelihood-Based 
Methods for Continuous 
Safety Monitoring of 
Pharmaceutical Products

Drs. William Wang (Merck), 
Krishan P. Singh (GSK) and 
Ram Tiwari (FDA)

On Behalf of the ASA Safety 
Monitoring Working Group

Moderator: Kalyan Ghosh

Lunch (On Your Own)  
12:15 p.m.–1:45 p.m.

SESSION G
ICH E17 and  
Multi-Regional Clinical 
Trials (MRCTs)

Dr. William Wang, Merck 

Moderator: Kalyan Ghosh

WEDNESDAY  
DECEMBER 6
Registration: 6:30 a.m.–8 a.m. 
Hot Breakfast 7 a.m.–8 a.m.

8 a.m. –9 a.m. Regulatory 
Hot Topics in Europe

n Frank Pétavy; Biostatistics 
and Methodology Support, 
R&D Division; European 
Medicines Agency; London, UK

SESSION I H
Benefit–Risk Assessment 
and Utility of Real World 
Evidence in Medical 
Product Development and 
Life Cycle Management

n Drs. Weili He (Abbvie)  
and Qi Jiang (Amgen)

Moderator: Alfred H. Balch

SESSION J H
Dose-Finding in  
Clinical Development

Dr. Qiqi Deng,  
Boehringer Ingleheim

Moderator: Naitee Ting

Lunch (On Your Own)  
12:15 p.m.–1:45 p.m.

SESSION K
Statistical & Strategic 
Considerations in 
Development of Oncology 
Immunotherapies

Dr. Cong Chen, Merck

Moderator: Naitee Ting

SESSION L I
Meta-Analysis and 
Network Meta-Analysis  
in Clinical Trials
Dr. Joseph C. Cappelleri 
(Pfizer) and Prof. Din Chen 
(UNC Chapel Hill)

Moderator: Walter R. Young

H Sessions will have their breaks extended by  
15 minutes for Poster Presentations

I Presentation is based on a recently published text

THURSDAY  
DECEMBER 7
Short Course Registration:  
6:30 a.m.–8 a.m.

Hot Breakfast 6:30 a.m.–8 a.m.

8:00 a.m. – 9:30 a.m. Lecture

9:30 a.m. 9:50 a.m. Break

9:50 a.m. – 11:20 a.m. Lecture 

11:20 a.m. – 12:40 p.m.  
Lunch on Your Own

12:40 p.m. – 2:10 p.m. Lecture

2:10 p.m. – 2:30 p.m. Break

2:30 p.m. – 4:00 p.m. Lecture

4:00 p.m. – 4:20 p.m. Break

4:20 p.m. – 5:50 p.m. Lecture

GUIDE Approach to 
Subgroup Identification 
and Analysis for  
Precision Medicine

Professor Wei-Yin Loh, 
University of Wisconsin

Moderator: Ivan S. F. Chan

Multiplicity Issues  
in Clinical Trials I

Dr. Alex Dmitrienko,  
Mediana, Inc.

Moderator: Alfred H. Balch

Text: Multiple Testing Problems  
in Pharmaceutical Statistics

FRIDAY  
DECEMBER 8
Hot Breakfast 7 a.m.–8 a.m.

8:00 a.m. 9:30 a.m. Lecture

9:30 a.m. 9:50 a.m. Break

9:50 a.m. – 11:20 a.m. Lecture 

11:20 a.m. – 12:00 p.m.  
Lunch on Your Own

12:00 p.m. – 1:30 p.m. Lecture

All tutorial & short course titles, 
presenters and moderators from 
1989 onwards can be found on 
www.demingconference.com 

mailto:www.demingconference.com?subject=

