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Note from the editors
Welcome to the first issue of the Biopharmaceutical (BIOP) Report for 2018!   
In this issue, we will review some of the productive and exciting accomplish-
ments from 2017 for the Biopharmaceutical Section that have continued into 
this year.  Current Section chair Heather Thomas and past chair Alex Dmi-
trienko highlight some of the current activities in the transition report of this 
issue. This issue’s featured article was written by Scott Berry of Berry Con-
sultants, LLC, which describes issues and examples with Complex Innovative 
Designs, in response to the FDAs plan for the pilot program on the use of com-
plex designs.

This issue also presents updates on some other Section activities, such as a sum-
mary from the Section Secretary, Janelle Charles, on the Biopharmaceutical 
Section Executive Committee Meeting held during the ENAR spring meeting.  
There is also an announcement for the upcoming 2018 Regulatory-Industry Sta-
tistics Workshop from the Workshop Co-chairs Satrajit Roychoudhury and 
Yung Wang, as well as an announcement for the Deming conference to be held 
in December.  The Section Publication Officer, Jennifer Gauvin, has provided 
an update on this year’s publications/webinar activities and also describes the 
planned Section activities for the Joint Statistical Meetings to be held in Vancou-
ver, B.C.  The BIOP Section is excited to announce the 2018 mentoring program 
to all biopharmaceutical Section members.  Further details have been provided in 
this issue by Janelle Charles from the ASA Biopharmaceutical Section mentor-
ing program committee.  We also have a few updates from some of the Section 
working groups, including updates of the safety scientific working group from 
Judy Li and William Wang, and the Alzheimer’s disease Scientific Working 
from Hong Liu-Seifert and Steve Wilson.

The Biopharmaceutical report editors are look forward to continuing to help 
provide information for our members in 2018, and we also welcome feedback 
and suggestions to help improve the BIOP Report. We hope you enjoy reading 
this issue, and we look forward to an exciting 2018!
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Scott M. Berry, Berry Consultants, LLC 

On March 20, 2018, the United States Food and Drug 
Administration (FDA) held a public meeting on Pro-
moting the Use of Complex Innovative Designs in 
Clinical Trials. The FDA unveiled their plans for a pilot 
program, as part of their PDUFA VI commitment, to 
explore the use of complex innovative designs.  It would 
be hard to argue against the use of “innovation” as it 
is a nebulous enough but generally positive adjective 
– but, what about “complex”?  In this article I explore 
complex innovative designs.  I describe what a complex 
design is and provide a couple example designs and 
what makes them complex.  I discuss some of the rami-
fications of designing and justifying complex designs, 
and provide a bit of the justification for why complex 
designs are an innovation.

What are Complex Designs?
Traditional trials focus on two key operating char-
acteristics of the design – the probability of falsely 
determining that a therapy is effective – a type I error, 
and power, the probability of correctly determining 
that an effective therapy is effective.  The calcula-
tion of these quantities are typically done using 
closed form analytical formulas (typically asymptotic 
approximations).  Using these quantities in designing 
trials we typically fix a type 1 error (usually referred 
to as α) and calculate a sample size that will provide 
a desired level of power for a hypothetical effect size.  
The availability of the formulas to calculate the type 
I error and power depends on two important aspects 
of the design: 1) the analysis is simple enough to 
quantify the sampling distribution of the test-statistic 
and 2) the design is simple enough that the potential 
outcomes can be easily enumerated.  If both of these 
conditions hold then we can typically find analytical 
calculations for type I error and power.  This provides 
a straightforward definition of a complex trial design 
– it is one in which the operating characteristics of the 
trial are not available analytically.  A complex trial 
design may utilize an analysis method in which the 
sampling distribution of the resulting analysis is not 

analytically available – in short, we can’t calculate the 
behavior of the outcome using pencil and paper.  Like-
wise, a complex design may have a design space that 
creates a sample space too complex to understand on 
pencil and paper – or of course the design may have 
both an analysis method and a design space that make 
characterizing the behavior of the primary analysis 
too difficult to do analytically.   Statisticians are good 
at analytically characterizing designs that have fixed 
behavior throughout (same population and the same 
randomization) and a fixed sample size for the trial.  
Thus, it is typically adaptive designs that make the 
analytical understanding of the trial too burdensome. 

Examples of Complex Designs
I provide a couple brief examples of trial designs that 
are considered complex.   One is complex because the 
design is adaptive and the primary analysis is reason-
ably straightforward, the second has a fixed design 
but has an analysis method that is complex.  The first 
example is the AWARD-5 trial, which was a seamless 
phase II/III trial for a GLP-1 inhibitor for the treatment 
of diabetes. The details of the trail design are presented 
in Skrivanek, et al (2012) and Geiger, et al (2012); I pro-
vide an overview here.  The trial consisted of 7 doses of 
the experimental drug (0.25mg, 0.50mg, 0.75mg, 1mg, 
1.5mg, 2mg, and 3mg), a placebo, and an active com-
parator (sitagliptan).  There is a fixed randomization 
burn-in stage of the trial in which 45 subjects are ran-
domized equally to the 9 arms.  After the burn-in stage 
an adaptive randomization stage of variable length is 
conducted and depending on the results during the adap-
tive randomization stage a target dose may be selected 
(potentially two doses), and then a fixed-randomization, 
fixed-sized cohort is enrolled.

I briefly describe the adaptive randomization stage of 
the trial.  Four endpoints are modeled for the 7 active 
doses compared to the active comparator and placebo.  
The change from baseline in HbA1c, the change from 
baseline in weight, the change from baseline of heart 
rate (HR), and the change from baseline in diastolic 

COMPLEX INNOVATIVE DESIGNS
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blood pressure (BP) are all modeled using a multivari-
ate Bayesian longitudinal dose-response model.  The 
relative value of the doses are characterized using a util-
ity function that combines the behavior of the doses on 
the four endpoints to form a single utility.  The Bayes-
ian model is fit at each interim analysis to calculate the 
posterior distribution of the utility of each dose.  After 
the burn-in stage an interim analysis is conducted and 
the posterior probability that each dose is the maximum 
utility dose is used as the randomization probability for 
each of the doses for the next two-weeks of randomiza-
tion.  After each two-week period an interim analysis 
is conducted and the randomization probabilities for 
the next two weeks are set to the posterior probabilities 
each dose is the maximum utility dose.  These fort-
nightly interims continue through the remainder of the 
adaptive randomization stage.  For each fortnightly 
interim analysis after 200 patients have been enrolled, 
if the predictive probability of showing non-inferiority 
to the active comparator for the maximum utility dose, 
at the completion of the trial is greater than a pre-
specified threshold and the utility of the dose is above 
a pre-specified threshold then the trial would transition 
to the fixed cohort stage with fixed randomization to 
the placebo, active comparator, the target (maximum 
utility) dose and potentially a second lower active dose 
(depending on a pre-specified algorithm).  If the trial 
reached 400 subjects without transitioning to the fixed 
cohort then the trial enrollment would stop and be con-
sidered a phase II trial.  Prespecified futility analyses 
were conducted at each of the two-week intervals. 

If the trial advanced to the fixed cohort stage, the 
final analysis of the trial is a relatively straightforward 
and ubiquitous ANCOVA model.  The challenge in 
understanding the operating characteristics of the result-
ing ANCOVA test is that the analysis would include 
all patients from each stage of the trial – the burn-in, 
the adaptive randomization, and the fixed cohort.  The 
data from the first two stages of the trial are used to 
drive the adaptive randomization to the 7 active arms 
and trigger the selection of the target dose for the fixed 
cohort.   Thus, the behavior of the simple ANCOVA 
final analysis is not available analytically because of 
the adaptive design aspects of the trial.  The combined 
inferentially seamless trial represents an adequate and 
well-controlled trial in total and thus there is a need to 

understand the operating characteristics of the trial, in 
particular to control the type I error.  

A second example trial is a phase III fixed trial design 
for an experimental therapy in early onset dominantly 
inherited Alzheimer’s disease.   The details of the trial 
design are presented in Wang, et al, (2018).  Early onset 
dominantly inherited (familial) Alzheimer’s disease is 
a genetic disease with several identified mutation types 
causing onset of Alzheimer’s disease at an early age, 
defined as less than 60-years old.  Each offspring of 
an mutation carrier has a 50% chance of being a muta-
tion carrier, which implies a deterministic outcome of 
Alzheimer’s onset at an age depending on the mutation 
type (with some small variation in age of onset).  The 
DIAN-TU trial is a phase III platform trial with multiple 
experimental agents each enrolling subjects within 15 
years of mutation age of onset and pre-symptomatic or 
mild-cognitive impairment (CDR-Global ≤ 1), each ran-
domized experimental to its placebo, 3:1.  The sample 
size is fixed for each experimental agent, and the final 
analysis is conducted when the last subject in a cohort 
reaches four years of exposure.  The primary endpoint 
is an equal weighting of four cognitive batteries, each 
normalized to have mean 0 and standard deviation 1 
for a healthy population.  The primary analysis for an 
experimental agent is based on the rate of cognitive 
decline for the experimental agent being compared to 
the rate of decline for the pooled placebo arms.  For 
each experimental agent the sample size is fixed, the 
length of follow-up is fixed, and there are no interim 
analyses.  The design is simple.  The analysis method 
is complex.  

A subject being enrolled in the trial 15 years from 
estimated age of onset is has a different rate of cogni-
tive decline than one enrolled 1 year from estimated age 
of onset.  Therefore, a change from baseline analysis 
is inadequate – hence a hierarchical Bayesian analysis 
method incorporating ‘stage of disease’ as the time 
component has been created for the final analysis.  The 
rate of decline on control as a function of the years from 
estimated age of onset is modeled as
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The function is a piecewise linear function between 
the integer defined “decline parameters” α–14, α–13, 
…, α15. The decline parameters are defined to be 
monotonically decreasing. The cognitive composite, Y, 
for subject i, at observation j, is modeled as a function 
of estimated years from age of onset, EYOij, using a 
mixed-effects model, 

where there are two random effects per subject, γ and δ. 
The modeling in the trial for a subject with an interven-
tion time Ti is: 

The parameter exp(θ) is the treatment effect, the slowing 
of the rate of decline based on an intervention, termed 
the cognitive progression ratio.  The prior distributions 
for the model are described in Wang, et al (2018).  

The primary analysis is based on the posterior prob-
ability that the experimental treatment slows the rate 
of decline – the posterior probability that the cognitive 
progression ratio is less than 1.  The behavior of the 
primary analysis – the sample space – for this analysis 
method is not known analytically, and given the reason-
ably small sample sizes (say, 60:40), any asymptotic 
approximation to the posterior distribution would be 
dubious at best.  Hence the trial is complex because of 
the Bayesian analysis method.

Evaluating Complex Innovative Designs
Each of the trial designs above are complex, by defini-
tion, because we cannot calculate the operating char-
acteristics of the primary analysis.  For example, what 
nominal p-value at the conclusion of the AWARD-5 
trial would produce a one-sided type I error of 0.025?  
What is the power of the AWARD-5 trial if the 2nd, 
3rd, and 4th doses are superior to the active comparator 
but the remaining four doses are all inferior (with any 
hypothetical assumptions for the weight, HR, and BP 
behavior compared to placebo)?  In the DIAN-TU trial 
what threshold of the posterior probability of superior-
ity for an experimental agent would provide a type I 
error of 0.025?  What would the power of the trial be if 
the experimental agent slowed the rate of progression 
by 50%?

Given the complexity of the sample space these and 
many other operating characteristics cannot be calcu-
lated analytically.   There is a mathematically rigorous 
way to calculate all of these quantities and a much 
richer set of operating characteristics – which is Monte 
Carlo numerical integration.  Monte Carlo numerical 
integration is a mathematically well understood method 
for solving the complex integration problem posed by 
each of these complex trial designs.  And each of the 
questions posed above can be answered to any level 
of accuracy desired by the number of sample draws 
for the algorithm.  Monte Carlo numerical integration 
is more commonly known as clinical trial simulation.   
The notion is that the trial design is created in computer 
software (in silico) to the complete details of the design 
and the analysis – exact replication of the complex 
design.  Based on any set of assumptions on the relative 
behavior of the treatments and operational assumptions, 
such as accrual rate and drop-out rate, the sample space 
can be completely characterized.  In the AWARD-5 trial 
the type I error can be calculated for any null scenario, 
additionally, any operating characteristic can be calcu-
lated – exactly.   All of the following can be calculated: 
the power for any beneficial effect scenario, summaries 
of the sample size per arm, the likelihood that each dose 
is selected as the target dose, the likelihood that each 
dose is selected as the second dose, the likelihood of 
stopping for futility, the likelihood that when a dose is 
selected it fails the final analysis, and the likelihood of 
a dose with an unsafe change in heart rate being deter-
mined as superior to the active comparator.  

Clinical trial simulation is the term given to the 
approach of creating software to simulate multiple 
replicates of a clinical trial.  The term “simulation” fre-
quently is used in circumstances where one is predicting 
the unknown future – such as simulating the results of 
a hypothetical sports event (a team from 1950 playing 
a team from 2018), simulating the path of a hurricane, 
or simulating the weight-bearing load of a medical 
device.  These are all predictions that rely on model-
ing of unknown phenomenon.  The term simulation is 
usually met with skepticism and hence the term may be 
unnecessarily pejorative – clinical trial simulation used 
as a Monte Carlo numerical integrator is not forecasting 
anything, is not predicting, is not model-based – it is 
calculating the exact behavior of a pre-specified design.    
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Clinical trial simulation has two uses in complex 
innovative designs.  The evaluation of the operating 
characteristics, but it is also used in the construction of 
the complex innovative design.   Given the complexity 
of the designs, the construction of the prospective adap-
tive design involves an iterative approach of exploring 
different designs, different rules, and evaluating the 
behavior of each – with clinical trial simulation.  This 
process allows the full evaluation of each design on 
its use of resources, likelihood of determining the cor-
rect answer, its robustness and sensitivity to different 
assumptions, and its scientific rigor.  Thus, clinical trial 
simulation is the laboratory in which a complex innova-
tive trial is constructed.  Through this process the design 
is completely understood, despite its inherent complexity.

New Skills For Complex Innovative Designs
The development of complex innovative designs creates 
a number of new challenges.  The development of these 
designs is a new practice.  A wide range of designs need 
to be explored, from the different adaptations, the mod-
eling, the number of doses, the adapting of populations, 
etc.  These central scientific aspects of the designs need 
be thoroughly vetted through a process of iteration, 
driven by clinical trial simulation.  This process is new 
for design teams – compared to a tradition approach of 
making all the design decisions and then calculating a 
sample size.  Creating software (or utilizing existing 
software), is a new skill, communicating simulation 
results to the team is a new skill, iterating designs to 
improve the behavior is a new skill, and writing up a 
complex innovative design for a protocol is a new skill.

As an example, when I have been involved in the 
creation of a complex trial design we develop an adap-
tive design report as an appendix to the protocol.  This 
document gives a complete description of the design, 
the adaptations, the trigger points – all the aspects of 
the design needed to make it entirely prospective.  The 
statistical modeling used to drive the adaptations is 
described.  The simulation details are presented as well 
as the simulation results for the operating characteris-
tics.  This document is new documentation needed in a 
complex design.  

The evaluation of a design that has been created 
through the clinical trial simulation process, and is justi-
fied by clinical trial simulation is a relatively new skill 

for regulatory agencies.  I believe these are the goals of 
the new PDUFA VI pilot program for complex innova-
tive designs.  The agency is going to have enhanced 
study and interaction with design teams, making public 
as much as possible, to push the science of clinical 
trial design and improve the development, creation, 
and understanding of these designs.  The goal of these 
innovations is of course the better treatment of patients 
– in and out of clinical trials – through better science of 
clinical trials.

Why Complex Trials?
The development of complex innovative designs is not 
a goal – complex for the sake of complex does make 
the design better, actually quite the opposite.  There 
is of course an Occam’s razor in trial design.  One 
must balance the added complexity with the benefits 
of the design.  The benefits may be more efficient use 
of resources or increased inferential strength, but the 
improvements may be offset by the potential nega-
tives of the complexity of the design.  For example, 
the AWARD-5 design was thoroughly simulated and 
optimized by the design team.  The interim analysis 
frequency of every two weeks was weighed against the 
benefits in the operating characteristics compared to less 
frequent updates.  The design was continually compared 
to fixed designs and separate phase II and phase III tri-
als.  The number of doses (7) was compared to fewer 
(and greater) number of doses.  The resulting design 
was an optimization over the improved inferences, 
improved phase II go/no-go decision, and improving the 
critical resources (time and patients).  The AWARD-5 
trial was a successful phase III trial resulting in superi-
ority of the drug, with the brand name Trulicity®. The 
seamless shift to phase III triggered additional phase III 
trials, and the drug (1.5 mg dose) was approved by the 
US FDA in September, 2014.  Estimates of the accelera-
tion in approval have been from 9-18 months (personal 
communication) compared to separate phase II/III trials 
(in the fourth quarter of 2017 Trulicity reported $649 
million in sales).  An overlooked aspect of the complex 
design was the ability to study 7 doses in phase II, with 
the use of the adaptive randomization, rather than a 
fixed trial perhaps selecting 3 doses.  In the DIAN-TU 
trial the hierarchical Bayesian model creates a nearly 
6-fold improvement in effective sample size compared 
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to a traditional mixed-model repeated measures analysis 
of change from baseline.  

The exploration of better designs, potentially com-
plex designs has great potential.  Restricting the design 
of trials that can be summarized with pencil-and-paper 
analytics is stunting.  Complex innovative designs con-
tain a great deal of potential be more powerful, efficient, 
and treat patients more effectively. 
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SUMMER 2018
TRANSITION REPORT
Alex Dmitrienko (BIOP Chair 2017) and Heather Thomas (BIOP Chair 2018)

2017 was another busy year for the Biopharmaceutical 
Section (BIOP) and 2018 is proving to be just as busy 
with very active committee work.  In this article, we 
will provide a quick summary of the most important 
initiatives and events that took place in 2017 as well as 
early 2018, and our plans for the rest of the year. 

Initiatives
The Section’s Executive Committee discussed mul-
tiple new initiatives, including the Biopharmaceutical 
Section Scholarship Award and Outreach Committee 
in 2017.  In 2018, the Executive Committee discussed 
a proposal from our International Outreach Committee 
as well as a proposal for the 40th Anniversary of the 
Biopharmaceutical Section. 

The proposal to create and fund the Biopharmaceu-
tical Section Scholarship Award was introduced at the 
EC meeting in August 2017. The award is aimed at 
students enrolled in a Master’s or Doctoral program 
in statistics or biostatistics.  It is based primarily on 
notable academic achievement or applied project work 
related to the area of biopharmaceutical statistics and 
also considers general academic performance, leader-
ship, volunteering, and service. The Executive Com-
mittee voted to establish the scholarship and a commit-
tee to oversee the selection process. It was agreed that 
up to three scholarships of $1,000 would be awarded 
in 2018.

We are thrilled to report that the Scholarship Com-
mittee selected three recipients for the first ever Bio-
pharmaceutical Section Scholarship Award for 2018. 
The deserving recipients were:

• Christopher R. Barbour, Montana State University

• Theyaa Chandereng, University of Wisconsin

• Will A. Eagan, Purdue University

The recipients will be honored at the ASA Biophar-
maceutical Section Business Meeting at the Joint Statis-
tical Meetings (JSM) in Vancouver, Canada on Tuesday, 
July 31st from 5:30 – 7:30 pm. The ASA Biopharma-
ceutical Section Business Meeting will take place in 
the Malaspina Room of the Fairmont Waterfront Hotel.  
Please be sure to attend to participate in the honoring of 
the Section’s scholarship recipients.  

The Outreach Committee was formed in October 
2017 to promote statistics as a career, encourage cur-
rent statistics students to apply their skills in the medical 
product industry and liaise with existing student chapters 
and groups. As part of this initiative, we are going to 
create slide sets to highlight statistics as a career with 
examples from the biopharmaceutical industry.  We 
are also planning to develop videos about the Section, 
including an annual webinar that will feature a panel 
of statisticians giving brief overviews of their jobs and 
answering questions about their careers.  In parallel, we 
will be reaching out to ASA student chapters to share 
information on the Section's webinar program as well 
as the student paper, poster and scholarship awards. We 
would appreciate if you could support this important 
initiative as a volunteer and will keep you posted. 

So far in 2018, we have two new initiatives that have 
been discussed. The International Outreach Committee, 
chaired by Brian Wiens (one of the Section’s Chairs), 
brought forth a proposal to explore options for provid-
ing service to pharmaceutical statisticians outside of 
North America with a starting focus on those statisticians 
around the world that are currently underserved.  The 
International Outreach Committee received a green light 
from the Executive Committee during the spring meet-
ing to move forward with a more formal proposal to 
be presented at JSM.  The other initiative that has been 
discussed in 2018 was a proposal for putting together a 
planning committee for the upcoming 40th anniversary 
of the Biopharmaceutical Section.  The Executive Com-
mittee also gave this proposal a thumbs up.
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Conferences and Workshops
The Biopharmaceutical Section served as the organiz-
er/active contributor to three conferences in 2017.  The 
first conference, Nonclinical Biostatistics Conference 
(NCB), is a biennial conference at Rutgers University 
and is organized by the NCB conference committee 
and the Non-Clinical Biostatisticians Working Group.  
This was the first time this conference was organized 
under the auspices of the Biopharmaceutical Section.  
The meeting was co-chaired by Steven Novick and 
John Kolassa, and the keynote presentation was given 
by Lisa LaVange (ASA President-Elect).  Multiple 
important topics were presented at the conference, 
including discovery, biomarkers, CMC (chemistry, 
manufacturing and control), safety and pharmacol-
ogy, and the conference attracted a large number of 
attendees (150 attendees).  Planning has already begun 
for the next Nonclinical Biostatistics Conference 
that will take place in June 2019.  The Non-Clinical 
Biostatisticians Working Group created a new work 
stream in 2018 to focus on outreach to students and 
young professionals and expansion of NCB conference 
activities.  Phillip Yates will chair these efforts.  The 
Biopharmaceutical Section is excited by these efforts 
from the NCB as they align nicely with similar initia-
tives in the Section.

The Section also played a key role at JSM in Bal-
timore.  The Section sponsored 4 invited sessions, 18 
topic-contributed sessions and 14 contributed sessions 
as well as 3 short courses.  For JSM 2018, we will 
have a similar presence with 4 invited sessions, 18 
topic-contributed sessions, 21 contributed sessions, 5 
short courses, and 13 roundtables planned. Our Pro-
gram Chair, Qi Jiang and numerous volunteers have 
been hard at work planning these activities.  We hope 
to see you all in Vancouver! 

The Regulatory-Industry Statistics Workshop was 
held in Washington, D.C. in late September 2017.  The 
Workshop was co-chaired by Weili He and Martin Ho.  
The theme chosen by the steering committee (Value 
to Patients: Benefits, Risks, and Costs) reflected the 
increasing interest in real-world evidence and related 
topics. The Workshop’s steering committee put togeth-
er an exciting program with two plenary sessions that 
featured presentations from US and European statisti-
cal experts, 43 sessions, 32 roundtable discussions, 
and 8 half-day courses. With 875 registrations, the 

2017 Workshop turned out to the most well attended 
meeting in its history and, in fact, this was the very 
first time a workshop was completely sold out prior to 
the meeting. This was also the first time poster compe-
tition awards were introduced and a special town-hall 
luncheon was organized to facilitate the discussion of 
real-world evidence.

We look forward to this year’s workshop, which 
will be held on September 12-14 at the Wardman Park 
Marriott in Washington, D.C.  This year’s co-chairs, 
Satrajit Roychoudhury and Yun Wang, have been do-
ing a fantastic job organizing this incredible workshop.  
We would like to give a huge shout-out to Satrajit, 
Yun, Christina Link (ASA), and all of the many volun-
teers that devote their time to making this such a great 
event. The theme of the 2018 Workshop will focus 
on “Evolution of Statistical Science: Translating Data 
to Innovative Health Care.”  Given that last year’s 
workshop sold out, it is suggested to register early.  We 
hope to see you at the Workshop.

As we are preparing for this year’s Workshop, we 
would also like to mention the tireless work of the 
Workshop Task Force chaired by Richard Zink, who 
is also the Section Chair-elect for 2018.  The task 
force committee was created in 2017 to explore ways 
to address the growth of this very successful meeting, 
streamline processes, and develop a self-sustaining 
model for the Workshop. The task force put together 
new guidelines and processes that were applied to the 
organizing activities for the 2018 Workshop.  Addi-
tionally, the task force is working on various initiatives 
to increase the meeting experience as well the longer-
term growth of the Workshop including the possibility 
of a new location that would allow for more meeting 
room space and attendees. 

Scientific Working Groups
Over the past year, the Executive Committee reviewed 
several proposals to create BIOP-sponsored scientific 
working groups aimed at promoting cross-community 
efforts in advancing statistical and regulatory science.  
To provide some historical background, the Section set 
up a process for creating working groups on important 
biopharmaceutical topics four years ago. With this 
process in place, section members can submit research 
topics that contribute to the goals of advancing the sci-
ence, enabling innovation, and leveraging the member-



BIOPHARMACEUTICAL REPORT SUMMER 2018 9

ship expertise. The Safety Working Group was the first 
scientific working group organized by the Section.  It 
was originally chaired by Qi Jiang and Olga Marchen-
ko and is currently led by Bill Wang and Judy Li.  This 
working group has been active on multiple fronts, for 
example, in 2017 its members wrote 5 papers, includ-
ing 4 papers for a mini-special issue of Therapeutic 
Innovation and Regulatory Science on statistical strate-
gies for analyzing safety data and organized presenta-
tions at 8 conferences.

We were excited to receive several new proposals 
in 2017. First, the Executive Committee approved the 
motion to set up the Alzheimer’s Disease Working 
Group, chaired by Hong Liu-Seifert and Steve Wil-
son and, after that, Anastasia Ivanova and Gheorghe 
Doros proposed forming a scientific working group on 
clinical trial designs with re-randomization of subjects, 
which was also approved. In 2018, a proposal was pre-
sented to establish the Oncology Working Group by Qi 
Jiang and Olga Marchenko as well as a working group 
for Real World Data and Real World Evidence by Weili 
He and Martin Ho. Both of these proposals received Ex-
ecutive Committee approval and we expect to review 
one or two more proposals before the end of 2018.

Biopharmaceutical Section Election Results
The 2018 election results are in and we would like to 
congratulate the following individuals: 

• Bruce Binkowitz elected Chair-Elect in 2019 fol-
lowing as Chair in 2020 

• Stephine Keeton elected for Program Chair-Elect 
in 2019 following as Program Chair in 2020 

• Yongming Qu elected for Publications Officer for 
a 3-year term (2019-2021) 

• Veronica Powell elected for Council of Sections 
Representative for a 3-year term (2019-2021) 

We know these individuals will do a fantastic job 
representing the Section and we wish them the best of 
luck!

Final Thoughts
We would like to take this opportunity to thank all of 
the elected officers, committee chairs, and committee 
members for their commitment, time, energy, and ex-
pertise in the smooth running of the Section. Without 
all of you, the Section would not be able to accomplish 
everything that it does. We would also like to thank the 
membership for your support of our very active sec-
tion. Cheers!
 
Alex and Heather n
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MINUTES OF ENAR EXECUTIVE 
COMMITTEE MEETING
Held at Hyatt Regency Atlanta, Georgia, on 26th March, 2018

To: ASA Biopharmaceutical Section Executive Committee

From: Janelle K Charles (Secretary)  

Date: May 29, 2018

Subject: Minutes of ENAR Executive Committee 
meeting held at Hyatt Regency Atlanta, Georgia, on 
26th March, 2018.

Attendees 
Attendees in person: 
Brian Millen, Heather Thomas, Janelle Charles, Bruce 
Binkowitz, Haoda Fu, Jeff Maca, Judy Li, Margaret 
Gamalo-Siebers, Matthew Guerra

Attendees via telephone:  
Alan Hartford, Anthony Lonardo, Brian Wiens, Hiya 
Banerjee, Jennifer Gauvin, Richard Zink, Satrajit Roy-
choudhury, Steve Wilson, Steven Novick, Susan Wang, 
Veronica Powell, Wei Zhang, Yabing Mai, Yun Wang 

1. Introduction/Welcome 
Heather Thomas

Heather welcomed everyone to the meeting, atten-
dance was recorded, and the meeting was called to 
order.  

2. Secretary’s Report 
Janelle Charles

Janelle reported that the minutes from the transition 
meeting held in September 2017 during the ASA BIOP 
Regulatory-Industry Statistics Workshop (hereafter 
referred to as the Workshop) had not been provided for 
review from the previous Secretary.

Janelle reminded EC members to provide any updates 
to contact information (email, telephone numbers, 
titles) to her and Heather. 

3. Treasurer’s Report 
Alan Hartford

The year-end balance for 2017shows decrease in funds 
by approximately $33,000, which is a slightly less 
deficit than had been planned; see pages 1-6 of Attach-
ment 1. Funds had not yet been spent from $10,000 
budgeted for new initiatives. But, Alan noted that 
funds had not yet been disbursed for the to-be-deter-
mined winners of the BIOP Scholarship Award.

There was discussion at the meeting concerning 
the accounting method used by ASA in 2017 for the 
additional $16,000 that the Section had provided for 
the Workshop enhancements. ASA had accounted for 
this additional money as a donation to the Workshop 
rather than the Section agreeing to increase the Work-
shop budget up to an additional $16,000 to pay for 
the enhancements. Although, there was indeed a loss 
from the Workshop proceedings, the net balance after 
accounting for the increase in budget was incorrectly 
interpreted as profit by the ASA. This has led to ac-
counting issues with ASA, e.g. ASA receiving a share 
of the assumed profit. 

Action Items: 

• Heather and Alan will schedule meeting with 
Steve Porzio at ASA to discuss the Workshop ac-
counting expenses. 

Post-Meeting Update: Alan has already spoken 
with Steve Porzio and they discussed how this 
should be handled for 2018.

• Heather and Alan will discuss how to report edito-
rial expenses as part of the Treasurer’s Report. 
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• Alan will revise the 2018 budget to reflect this 
final version rather than a draft. 

• Alan to email all committee chairs to encourage 
submission of proposals for new initiatives given 
available funds for these. 

A motion was made and seconded to approve the Trea-
surer’s Report. 

4. Chair-Elect Report  
Richard Zink

New Appointments:

• Industry co-chair is Judy Li and FDA co-chair is 
Renee Rees. 

• Juliet Ndukum has been appointed as chair of the 
Mentoring Committee. 

Richard mentioned that there were 3 applications un-
der review for the BIOP Scholarship Award.

Action Item: Richard will provide names for ad-hoc 
committee appointments at JSM

5. Past-Chair Report 
Heather Thomas for Alex Dmitrenko

The 2019 election slate is not yet available. Heather 
noted that interested volunteers for open positions 
should email Alex.

Heather reminded EC members that the 2018 elections 
were open and set to close May 1, 2018.

Alex is making updates to the Manual of Operations 
this year. Bruce mentioned that he would have some 
updates to Scientific Working Group process as there 
is no definition for approval of a scientific proposal 
when the vote is not unanimous. 

Action Item: Bruce to provide updated language for 
the Manual of Operations for the Scientific Proposal 
Working Group. Committee chairs are to provide 
updates for their respective sections of the Manual of 
Operations to Alex. 

6. Funding Committee 
Heather Thomas for Alex Dmitrienko

Alex received an urgent funding request from Amit on be-
half of IISA. The request is for $1000 for a student award. 

Alex received an additional request from ICSA and 
is still waiting for responses from requestors to initial 
questions. It was discussed that BIOP’s funding guide-
lines indicate that funding approved is not intended to 
be a yearly commitment. It was also discussed whether 
BIOP should continue funding student awards when 
the section now has its own scholarship award. 

The EC decided to have further discussion at JSM 
meeting about how to continue requests made to the 
Funding Committee.  

Action Item: The funding committee will follow-
up with Alex regarding the request from IISA. The 
request will be brought back to the EC for a vote at a 
later time.  

7. 40th Anniversary Committee Proposal 
Richard Zink

Richard is forming an organizing committee this year 
to plan activities to commemorate BIOP’s 40th an-
niversary celebrations to be held in 2021. Interested 
volunteers should contact Richard Zink. 

Post-Meeting Update: Meg Gamalo, Veronica  
Powell, and Jennifer Gauvin have volunteered to for 
this committee. 

8. Membership Committee 
Matthew Guerra

Matthew will be circulating 2018 survey for EC 
review. Final survey is expected to have at most 26 
questions. 

9. Mentoring Committee 
Janelle Charles 

Yue Shentu has transitioned off as Chair of Mentor-
ing Committee and Juliet Ndukum has been appointed 
to replace him. There is one member vacancy that the 
committee is in the process of filling.
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The committee has completed mid-program check-ins 
with the 2017-2018 cohort of mentee/mentor pairs and 
received positive feedback. The committee has begun 
preparation for the 2018-2019 Mentoring Program. 
Announcements for 2018-2019 Mentoring Program 
will appear in the May issue of Amstat news. Inter-
ested mentors and mentees should email the mentoring 
committee at biopharmmentoring@gmail.com. 

10. 2018 ASA BIOP Regulatory-Industry 
Statistics Workshop 
Satrajit Roychoudhury, Yun Wang, Richard Zink

Workshop Updates and Enhancement Proposal –  
Satrajit Roychoudhury and Yun Wang

The organizing committee meeting for the Workshop 
was conducted online this year and was a success.

The committee is requesting a total of $18,300 for this 
year’s workshop; $13,000 of this amount to be used 
for academic speakers, audio/visual equipment and 
poster award. The additional $5,300 requested would 
be used to fund travel for up to 8 students ($4000), 
increase number of posters ($300), and food for the 
mixer ($300). Satrajit noted that ASA is also work-
ing on a common proposal for a phone application 
that can be used for all conferences and the additional 
requested funds would not be used for an application 
development. 

A motion was made and seconded to approve the ad-
ditional costs requested. Alan voted “no” and raised 
concern that requests for additional funds for enhance-
ments were made without the organizing committee 
having seen the “final budget” for the Workshop. 
Heather confirmed that BIOP only sees the estimated 
budget for the Workshop and the final costs. For future 
workshops, it was suggested that enhancements be 
included in the future budgets since the additional 
requests will be made every year.  

Action Item: Satrajit and Yun to follow-up with Chris-
tina Link at ASA on the agreements concerning the 
Workshop budget. 

Workshop Taskforce Proposals – Richard Zink

Richard presented five proposals on behalf of the 
Workshop Taskforce for consideration by the EC; see 
Attachment 1 (pages 14-25). Proposal topics and out-
come of EC vote are summarized below.

1. Workshop location: Taskforce proposed to move 
the Workshop to Washington Hilton from the 
Wardman Marriott. A motion was moved and sec-
onded to approve this proposal.

2. Multi-year contracts: If the Workshop is moved 
to Washington Hilton, signing multi-year con-
tracts has financial benefits, although not every 
Chair-Elect will need to sign each year. The 
2-year contract would apply to the proposed 
budgets for the Workshops as well. A motion was 
moved and seconded to approve this proposal.

3. Registration types: The taskforce proposed to 
maintain registration categories but change “Reg-
ulatory” to “Government” and reduce student 
registration fees to $25. A motion was moved and 
seconded to approve this proposal.

4. Registration and short course fees: The majority 
of registrants are non-members. With this, the 
taskforce proposed that the EC consider greater 
recruitment efforts at Workshop or provide a 
1-year membership with registration to non-
member registrants. Additionally, there was 
discussion of potential ideas to generate more 
income through the Workshop (e.g., pros and cost 
of increasing attendance cost). The EC recom-
mended the taskforce confirm whether registra-
tion can be linked to offering BIOP membership 
for Government registrants due to restrictions for 
government employees. It was decided to hold a 
vote on this proposal until future information is 
available.

5. Sponsorships and exhibitions: The taskforce 
proposed that there be no exhibition currently. 
However, the EC should revisit the idea of ven-
dors if space allows at future Workshops as a way 
to generate additional income. The taskforce also 

mailto:biopharmmentoring%40gmail.com?subject=
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proposed to allow sponsorship opportunities (e.g. 
lanyards, giveaways, Wi-Fi, mixer, plenary) at 
the Workshop. A motion was made and seconded 
that current space is insufficient to support exhi-
bitions, but to be reconsidered in future. A motion 
was also made and seconded to allow sponsor-
ships at the Workshop. 

Action Item: Richard will summarize the discussions at 
the EC meeting with the Workshop Taskforce, particu-
larly those related to Proposal #4 which had not been 
voted on during the EC meeting. 

Post-Meeting Update: Richard summarized the discus-
sion points in an email sent to the Workshop Taskforce 
on March 30th. 

11. Non-clinical Biostatistics Conference 
Steve Novick

A successful conference was held in June 2017. The 
conference was held jointly with Rutgers University 
in 2017. This is a biennial conference to occur next in 
June 2019.

12. Non-clinical Biostatistics Working Group 
Steve Novick for Mandy Bergquist

A new work stream has been formed to focus on 
outreach to students and young professionals; see 
Attachment 1 (pages 29-30), for more details of the 
workstream activities and highlights from the Spring 
working group meeting.  

13. Scientific Working Groups 
Bruce Binkowitz, Judy Li, Steve Wilson

Bruce reported that two scientific proposals (one 
focused on real-world evidence and one for oncology) 
had been approved by the EC this year and one was 
currently being reviewed by the proposal commit-
tee. Bruce mentioned that another proposal was being 
planned as well.

Judy summarized activities of the Safety Working 
Group and reported that leadership council had been 
formed, see Attachment 1 (pages 34-48). 

Steve Wilson summarized the activities of the Al-
zheimer’s Working Group; see Attachment 1 (pages 
49-55). It is important to have alignment with ICH-E9 
Addendum for estimands relevant for this disease area. 
Therefore, it will be beneficial that the working group 
consider how to involve medical experts in the work-
ing group activities. 

There was discussion about remaining transparency 
in the activities across the BIOP scientific working 
groups. The BIOP website has space for sharing work-
ing group activities. It was discussed that Committees 
and/or Scientific Working groups could potentially 
consider websites independent of the BIOP website. 
The cost implications to the Section will need to be 
carefully considered. This topic was tabled for more 
discussion at future a EC meeting. 

14. 2018 Program Chair Report (JSM) 
Qi Jiang

Updates provided to the EC about the short courses, 
invited sessions, and topic contributed sessions at 
JSM; see Attachment 2.

• Short Courses: received 5 proposals and all selected 
• Invited Session: received 38 abstracts and 4 selected
• Topic Contributed session: 56 abstracts submitted 

and 20 selected
• Regular contributed Session: 195 abstracts 

submitted, of which 48 moved to other SPEED 
sessions. From the remaining 147 abstracts, 21 
sessions selected and session chairs have also 
been identified for these.

• Roundtable topics: 13 selected
• Student papers: received 24 submissions and 5 selected. 

15. Best Contributed Poster Award 
Freda Cooner

Freda presented the winners of the 2017 Best Contrib-
uted Paper Award; see Attachment 1 page 64. Freda 
will work on getting tax forms to the winners and 
providing Alan with information needed for award 
submission. 
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There was discussion about the Hall of Fame Proposal. 
The concept of the proposal is that the winner of ap-
proximately 10 paper awards will get into the Hall of 
Fame, but would be ineligible for future paper awards. 
Freda highlighted some challenges with identifying 
past winners who may have been recorded with only 
first initial and last name.

Action Items:

• Freda to follow-up with Ted Lystig for more spe-
cifics on the Hall of Fame Proposal and provide 
updates during JSM EC meeting. 

• Freda will also confirm how past winners can be 
fully identified given limitations on the names 
recorded. 

16. Contributed Poster Award 
Jingyi Lui

Jingyi was not in attendance to present on this topic. 

Action Item: Alan will follow-up to ensure that Jingyi 
provide names of poster award winners by deadline. 

17. Best Student Paper Award 
Haoda Fu

Haoda reported that there were 30 papers to review 
with only 4 reviewers and requested assistance from 
the EC on suggestions to complete this given tight 
timeline. It was discussed that committee chairs are 
responsible for identifying volunteers to assist and can 
contact Heather or Richard if needed to help identify-
ing volunteers. 

Action Item: Haoda will send list of student paper 
award winners to Alan by deadline. 

18. Strategic Initiatives 
Brian Wiens

Brian summarized initiatives that are being considered 
by the committee to focus on international outreach to 
pharmaceutical statisticians outside the United States, 
see Attachment 1 pages 56-62. For example, times 

of webinars may not be conducive for attendance by 
interested statisticians in other parts of the world and 
the committee has also discussed reduced costs for 
webinars. Bruce Binkowitz noted that Harvard Center 
on multiregional clinical trials is engaging in similar 
outreach activities. Bruce provided Brian with back-
ground information on the Harvard initiatives.

A motion was moved and seconded to have Brian 
move forward with creation of a formal proposal. 

Action Item: Brian to provide the actual proposal and 
cost implications of these initiatives to the EC for 
discussion at JSM. 

19. Publications/Communications update 
Jennifer Gauvin, Jeff Maca, Richard Zink

Refer to Attachment 1 pages 65-68. 

Membership updates – Jennifer Gauvin:

• Suddhasatta (Suddho) Acharyya to help Jennifer 
compile monthly list of events 

• Forrest Williamson and Jonathan Moscovici to 
help Richard with podcasts

Webinar update – Jennifer Gauvin:

Webinars will be announced one month before webi-
nar. EC members were asked to contact Jennifer or any 
member of the Webinar committee with any sugges-
tions for advertising the webinars. 

There was discussion about low revenues gener-
ated from the webinars given expenses (e.g. cost for 
production, speaker honorarium, etc.). This is partly 
due to offering free webinars to members. This may 
need to be considered in the future if costs continue to 
remain higher. 

Action Item: Alan to provide breakdown of costs vs. rev-
enues for webinars for future EC discussion during JSM.
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BIOP Report update – Jeff Maca:

The next issue of the BIOP Report is expected to be 
published in April 2018. Scott Berry will be author of 
feature article for this issue. 

Action Item: Janelle to communicate Jennifer’s request 
to the Mentoring Committee for an article to include in 
BIOP Report.

Post-meeting Update: The Mentoring Committee 
submitted an announcement for inclusion in the next 
BIOP Report and will submit article about the mentor-
ing activities for subsequent edition of the Report. 

Podcasting update - Richard Zink:

The 50th episode aired in February featured Lisa 
LaVange. See Attachment 1 (page 66) for planned 
podcasts for 2018.

Webmaster update – Jennifer Gauvin:

Updates are being made to the BIOP webpage to 
include podcasts, new scientific working groups, and 
Nonclinical Biostatistics Conference. Web committee 
members will reach out to respective points of contact 
for information to be posted to the web page. 

20. New Topic – Connection Issues/ 
Meeting Planning  
Heather Thomas

ASA no longer holds contracts for web-conferencing 
services and only offer a teleconference line for meet-
ings, but several connectivity issues were experienced 
with this line during the meeting and in past meetings. 
Heather signed up for a temporary WebEx account to 
facilitate the current EC meeting, but BIOP will need 
a permanent solution for future meetings. The yearly 
cost to BIOP for WebEx account would be approxi-
mately $500. It was discussed that issue is probably 
experienced by other ASA sections and could be brought 
to the Council of Sections (CoS) representatives.

Action Items: 

• Heather will follow-up with Rick Peterson at ASA 
regarding web-conferencing options. 
Post-Meeting Update: Heather followed up with 
Rick, but is still awaiting a response back.

• Heather will contact CoS representatives to bring 
this topic for discussion at future CoS meeting if a 
suitable remedy is not provided by ASA. 

21. Review of Action Items and Closing 
Janelle Charles, Heather Thomas

Heather and Janelle reviewed the list of action items 
identified during the meeting and Heather thanked EC 
members for attending after which the meeting was 
closed. n
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BIOPHARMACEUTICAL SECTION AT THE 
2018 JOINT STATISTICAL MEETINGS
July 28 – August 2, Vancouver, British Columbia, Canada - Jennifer Gauvin

The 2018 Joint Statistical Meetings will convene at Bal-
timore Convention Center in Vancouver from July 28 to 
August 2.  The theme of the 2018 meetings is “#Lead-
WithStatistics”.  The ASA Biopharmaceutical Section has 
been instrumental in helping to put together an outstand-
ing program, including sponsoring numerous courses, 
sessions, roundtables and posters. Qi Jiang at Amgen is 
the Biopharmaceutical Section Chair on the JSM pro-
gram committee this year.  

Three full day courses and one half day course are 
sponsored by the Biopharmaceutical Section and will be 
presented this year:

Full Day Courses
• Analysis of Clinical Trials: Theory and Applications 

- Devan Mehrotra, Alex Dmitrienko, Jeff Maca
• Introduction to Bayesian Nonparametric Methods for 

Causal Inference – Michael Daniels, Jason Roy
• Deep Learning, Prediction, and Validation: Innova-

tions in Statistical Modeling and Applications to 
Medical/Health Big Data – Tze Leung Lai, Ying Lu

Half Day Course
• Meta-Analysis for Biopharmaceutical and Public 

Health Research Using SAS – Michael LaValley, 
Ludovic Trinquart

Among the 38 invited submissions to the section, the 
invited program includes four Biopharmaceutical Section 
sponsored sessions:

Innovative Clinical Trial Designs and Analytic Methods 
in Neuroscience (session 44)
This session will be held Sunday, 7/29/2018, 4:00-
5:50PM.

Design and Analysis of Cancer Immunotherapy Trials 
(session 140)
This session will be held Monday, 7/30/2018, 10:30AM-12:20PM.

Appropriate Estimators for Various Clinical Trial Esti-
mands: Are We There Yet? (session 385)
This session will be held Tuesday, 7/31/2018, 2:00PM-
3:50PM.

Additionally, among 56 submissions, the section is 
sponsoring 18 Topic Contributed sessions on a variety of 
topics.  Topic Contributed session 338 includes presenta-
tions from the 2018 Biopharmaceutical Section Student 
Paper Competition winners.  Tuesday July 31 at 10:30am.

• Dose Selection and PDUFA VI: Advancing the Model 
Based Drug Development in Regulatory Environment

• Statistical Considerations for Using Historical Con-
trols in Clinical Trials

• New Era for Safety Evaluation
• Assessing Treatment Effects for Life History Processes
• Pediatric Trials - to Extrapolate or Not to Extrapolate
• Innovative Statistical Designs with Real Life Case Stud-

ies for New Paradigms in Oncology Drug Development
• Quantitative Methods for Decision-Making in Drug 

Development
• Drug Safety Monitoring in a Complex World-Wide Reg-

ulatory Environment - Strategy Meets Methodologies
• Surrogate Endpoints: Bridging the Roles of Biology 

and Statistics for Clinical Outcome Prediction
• BIOP Student Paper Awards
• Blinded Data Reviews Are Necessary in Today's 

Clinical Trials
• Novel Trial Designs in Precision Medicine
• Statistical Considerations for Rare Disease Clinical 

Development: Opportunities and Challenges
• Leadership at All Levels
• Reasonable Possibility - Statistical Science of Safety 

Monitoring
• Indirect Comparisons of Treatment Effects for Clini-

cal Regulatory and Health Economic Evaluations
• Subgroup Evaluations in Advancing Drug Development
• Using an Estimand Approach in Your Next Clinical Trial
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We are co-sponsoring the following Topic Contributed 
Sessions.

• Non-Proportional Hazards in Clinical Trials: Chal-
lenges and Opportunities 

• Four Decades of Statistical Consulting

• Lead with Statistics in Medical Device Innovations 
and Beyond 

• Statistical Challenge and Issues in Vaccine Development

• The Power of Podcast: Promoting Statistics and Data 
Science in the Age of Social Media 

• Novel Dose-Finding Methods in the Development of 
Combination Therapies 

• Translating Real World Data into Robust Evidence to 
Inform Decisions on Medical Product Development 
and Life Cycle Management

• Adaptive Dose Individualization 

The Biopharmaceutical Section received 195 abstracts!  
We are supporting 21 contributed sessions, 48 abstracts 
included in several speed sessions, and many contrib-
uted posters. The topics are diverse, including adap-

tive designs, Bayesian methodology and applications, 
biomarkers and endpoint validation, clinical trial design, 
missing data, multiplicity issues and solutions, statistical 
methods in different therapeutic areas, and many more.  

We provided 14 roundtable discussion topics to the 
program, including pragmatic trials using real world 
evidence, Bayesian methods and user-friendly software 
for Bayesian adaptive designs, data transparency and 
patient privacy, benefit risk-assessments and many more, 
to which our members will have a chance to contribute 
their perspectives to the discussions.  The section is also 
co-sponsoring other contributed sessions jointly with 
other ASA sections and statistical societies.  

Thanks to everyone who put forth an idea or proposal, 
leading to this excellent program.  Additionally we thank 
members who have volunteered to chair contributed and 
speed sessions, and everyone who helped us to have such 
an exciting program this year. 

For more information on the 2018 JSM program, 
please see: http://ww2.amstat.org/meetings/jsm/2018/
onlineprogram/index.cfm

We look forward to the 2019 Joint Statistical Meetings 
next year in Denver, Colorado.  We are fortunate to have 
Meg Gamalo be the Biopharmaceutical Section repre-
sentative to the 2019 JSM Program Committee.  Online 
submission of invited session proposals for JSM2019 will 
open in July 2018 but if you have ideas already feel free 
to contact Meg at gamalo_margaret@lily.com. n

http://ww2.amstat.org/meetings/jsm/2018/onlineprogram/index.cfm
http://ww2.amstat.org/meetings/jsm/2018/onlineprogram/index.cfm
mailto:gamalo_margaret%40lily.com?subject=
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2018 ASA BIOPHARMACEUTICAL SECTION 
REGULATORY-INDUSTRY STATISTICS 
WORKSHOP UPDATE
Satrajit Roychoudhury, Pfizer Inc., and Yun Wang, CDER, Food and Drug Administration,  Workshop Co-chairs 

On behalf of the Steering Committee, we are pleased 
to invite you to attend the 2018 ASA Biopharmaceuti-
cal Section Regulatory-Industry Statistics Workshop on 
September 12-14 at the Marriott Wardman Park Hotel 
in Washington DC. The theme for this year’s Workshop 
is “Evolution of Statistical Science: Translating Data to 
Innovative Health Care”.  This year’s program includes

• 2 plenary sessions
• 1 late breaking session 
• 42 parallel sessions
• 8 short courses
• 42 roundtable discussions  
• 30 posters 

In addition, there will be a mixer on September 13 
(Thursday) evening. Detailed information of the work-
shop is available at the workshop webpage.

This year’s Workshop hosts a number of new fea-
tures.  The key highlights include travel support pro-
gram for students and an expanded poster session to 
increase the scope of active participation. A maximum 
of eight students will receive a travel grant up to $500 
to participate in the workshop. They will also have the 
opportunity to present their research work in poster 
presentation. This will provide them an opportunity to 
know the current trends and opportunities for new stat-
isticians in health care.  The overall number of posters 
has increased to 30 to facilitate the active participa-
tion from Industry, FDA, and academia. In addition to 
the new features, this year workshop will continue to 
offer current popular facilities e.g., meeting app, poster 
award, mixer and enhanced audio & visual support.  All 
of the above are possible due to generous financial sup-
port from the Biopharmaceutical Section, the excellent 
logistic support from the ASA staff, and the outstanding 
leadership of the Steering Committee members.

Finally, the 2018 workshop hosts the first online vot-
ing for parallel session/short course selection and virtual 
organizing committee meeting. We have a great success 
in piloting this new initiative in February 2018. This 
facilitates a higher active participation of the session 
organizers while deciding the workshop program.   

The plenary sessions will cover two recent and 
important statistical topics. Eminent members from the 
industry, FDA, and academia will participate in both 
plenary sessions. The first plenary session will show-
case the recent draft ICH E9 (R1) addendum on “Esti-
mand and sensitivity analysis in clinical trials”. The 
two speakers of this session are Dr. Thomas Permutt, 
CDER-FDA and Dr. De van Merhotra, Merck & Co. Dr. 
Permutt will reflect on the regulatory aspects of the draft 
addendum and Dr. Merhotra will bring up the industry 
aspects with case study. The session will have floor dis-
cussion at the end to engage the audience.   The theme 
of the second plenary session is “Practical use of Bayes-
ian Methods in Modern Health Care”.  The keynote 
speaker for this session is Dr. Gary Rosner from John 
Hopkins University. Dr. Rosner will discuss the utility 
of Bayesian methods in modern health care. A panel dis-
cussion will follow, which will include top experts like 
Dr. Aloka Chakravarty, FDA-CDER, Dr. John Scott, 
FDA-CBER, Dr. Ram Tiwari, FDA-CDRH, Dr. Andy 
Grieve, UCB Pharma, and Dr. Beat Neuenschwander, 
Novartis Pharma AG along with Dr. Rosner.  In addition 
to two plenary sessions, this year workshop will host a 
late breaking session on September 13, late afternoon.  
This session will focus on the “Open data access in 
clinical trial”. Dr. Frank Rockhold will present the cur-
rent practice and challenges. His talk will be followed 
by a panel discussion including Dr. Ronald Fitzmartin 
from FDA and Dr. Ted Lystig from Medtronics.

The workshop also features eight short courses, 
including state of art and contemporary topics in mod-



BIOPHARMACEUTICAL REPORT SUMMER 2018 19

ern statistical methodologies and clinical development. 
All short courses will take place on Wednesday, Sep-
tember 12th. The eight short courses are:

• Bayesian dynamic borrowing of historical data to 
boost the inferential power of new clinical trials: A 
workshop to review methods and understand ben-
efits and risks

• Statistical Methods for the Co-Development of 
Drug and Companion Diagnostic

• A Principled Approach to Multiple Comparisons for 
Making Decisions, Especially for Targeted Therapies 

• Efficient Statistical Simulation Designs in SAS and 
R with Graphical Analytics

• Statistical and Strategic Considerations in Develop-
ment of Oncology Immunotherapies 

• Missing Data Analysis in Clinical Trials using SAS® 

• Artificial Intelligence in Drug Development: Analyz-
ing Electronic Medical Records Using Deep Learning

• Adaptive Enrichment Trial Designs: Statistical 
Methods, Trial Optimization Software, and Four 
Case Studies 

The 42 parallel sessions and 42 round-table luncheon 
sessions cover a wide range of current and hot topics 
regarding the use of the cutting edge statistical science 
in health care and some of these sessions will surely suit 
your interest. The online program is available here.

We would like to express our sincerest gratitude to 
many people involved in the workshop planning and 
execution. This includes but is not limited to the ASA 
Biopharmaceutical Section Executive Committee for 
their guidance and support; ASA meeting planning sup-
port, especially Ms. Christina Link; all the Workshop 
Steering Committee members; and advisors. We would 
also like to thank all the participants. Without their con-
tribution, the workshop will never be successful.

The early registration for the workshop is closing on 
August 14th, 2018. Please register as soon as possible 
before all the spots get filled up. n
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UPDATE FROM THE  
PUBLICATIONS OFFICER
Jennifer Gauvin, Novartis Pharmaceuticals Corporation
 
There are many, many things happening in our community!  It’s an exciting time to work in this field!

Website If you haven’t visited our site lately, check it out!   
http://community.amstat.org/biop/home   
 
Did you know, from the About Us link, you can find 
out what Biopharmaceutical Section members are ASA 
Fellows? http://community.amstat.org/biop/aboutus/
asafellow 
 
Thanks to our webmaster Jiajun Liu for keeping things 
up to date!  In addition, thanks to Yabing Mai and 
Steve Novick for their support of the website.

Events Check out the events of interest from our 
Biopharmaceutical Section (BIOP) and related pro-
fessional organizations on our community. http://
community.amstat.org/biop/events/recentcommuni-
tyeventsdashboard 
 
Please reach out to webmaster Jiajun Liu to get 
your events posted!  

JSM is nearly here!  We are sponsoring and co-
sponsoring many sessions, posters, and roundtables 
as well as four courses.  Read more about it in this 
issue! 

Register for the 2018 Regulatory-industry Statistics 
Workshop. Advanced registration ends August 14, 2018.   
http://ww2.amstat.org/meetings/biopharmwork-
shop/2018/index.cfm

Webinars Biopharmaceutical Section webinars are 
free for BIOP members!  All ASA web based webinars 
are here.  Search for Biopharmaceutical Section as the 
sponsor!   
 
View the webinar archive:  
http://community.amstat.org/biop/events/webinararchive 
 
Thanks to our 2018 distance learning chair Wei Zhang, 
past chair Jonathan Moscovici, and Susan Wang for 
organizing our webinars so far in 2018!  Welcome 
Elena!  Elena Polverejan joins our Distance Learning 
team and will chair in 2019.  Susan Wang will be your 
chair in 2020.

Training Did you know that the Biopharmaceu-
tical Section offers online courses through the 
online training program?  More details,including 
reviews, are posted. http://community.amstat.org/
biop/events/onlinetraining 

http://community.amstat.org/biop/home
http://community.amstat.org/biop/aboutus/asafellow  
http://community.amstat.org/biop/aboutus/asafellow  
http://community.amstat.org/biop/events/recentcommunityeventsdashboard
http://community.amstat.org/biop/events/recentcommunityeventsdashboard
http://community.amstat.org/biop/events/recentcommunityeventsdashboard
mailto:jiajun.liu%40biogen.com?subject=
http://ww2.amstat.org/meetings/biopharmworkshop/2018/index.cfm
http://ww2.amstat.org/meetings/biopharmworkshop/2018/index.cfm
http://www.amstat.org/ASA/Education/Web-Based-Lectures.aspx
http://community.amstat.org/biop/events/webinararchive
http://community.amstat.org/biop/events/onlinetraining
http://community.amstat.org/biop/events/onlinetraining
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Scientific Working Groups Currently there are four 
scientific working groups posting activities.  

• Alzheimer’s Disease   
http://community.amstat.org/biop/working-
groups/alzheimer/alzheimer-home 

• Nonclinical Biostatistics  
http://community.amstat.org/biop/working-
groups/ncbwg/index 

• Re-Randomization  
http://community.amstat.org/biop/working-
groups/rrs/rrs-home  

• Safety  
http://community.amstat.org/biop/working-
groups/safety/safety-home 

Podcast Each month there’s a new podcast.  Check out 
episodes 49 – 54 from 2018.   
http://community.amstat.org/biop/podcast 

Thanks to Richard Zink for his leadership in bring-
ing you a new podcast each month.  Special thanks to 
Jonathan Moscovici and Forrest Williamson for their 
active contributions producing the podcasts.

Watch your email for news from our community! n

BIOPHARMACEUTICAL SECTION 
MENTORING PROGRAM CONTINUES
The ASA Biopharmaceutical Section Mentoring Program Committee - Janelle Charles, Juliet Ndukum, Wen-Chi Wu

The Biopharmaceutical Section is pleased to extend our 
invitation for the 2018 Mentoring Program to all biophar-
maceutical section members.

Networking can be challenging but is beneficial. Meeting 
others in our profession can help us quickly learn the ropes, 
improve our careers, and contribute to the statistical profes-
sion. Finding a mentor has its challenges and, keeping that in 
mind, the Biopharmaceutical Section has created a mentor-
ing program based on the mentoring blueprint created by the 
Committee on Applied Statisticians.  More than 100 people 
participated in our mentoring program since 2014.

Mentee Wenlin Yuan said, “The mentoring program has 
been extremely stimulating and satisfying to me. My mentor, 
Greg, has been providing me lots of helpful advices and has 
been answering all kinds of my questions regarding statis-
tics study, research projects, career development, graduate 
school application, and a lot more. I really appreciate the 
time and effort that my mentor has been devoted in helping 
me, and also the opportunity that the mentoring program 
provided to learn from great statistician! I believe the men-
toring program is a very beneficial and successful program, 
especially to people who are new to the statistics field, like 
myself. Thank you very much!”
 Mentor Greg Ball said, “Really like the mentoring program.  
For me, in addition to being able to help young statisticians 
get off to a good start, I like keeping a connection to my 

roots. Wenlin and I have had some interesting and produc-
tive discussions this year.  Would like to see this program 
continue to expand.”

The goal of this program is to help members further 
enrich and enhance their professional experience through 
achieving personal and professional goals. This may occur 
through sharing of knowledge and experience between a 
professional practitioner and someone entering the profes-
sion of statistics. A constructive mentorship relationship 
can take many forms and may occur at any stage of one’s 
career with benefits for both the mentor and the mentee. We 
will provide hands-on resources for mentors and mentees to 
facilitate their interactions. Information related to the mentor-
ing activities and additional resources for mentors and men-
tees is available via the Biopharmaceutical Section website. 

Currently we are looking for mentors and mentees for the 
2018-19 Mentoring Program.  Are you interested in becom-
ing a mentor to a statistician and helping fellow Biopharma-
ceutical statisticians? Are you a potential mentee, or can you 
nominate a statistician who may be looking for a mentorship 
program? If so, please email your contact information to 
(biopharmmentoring@gmail.com) with the subject: "Bio-
pharmaceutical Section Mentoring Program". We look 
forward to hearing from you! n

http://community.amstat.org/biop/workinggroups/alzheimer/alzheimer-home
http://community.amstat.org/biop/workinggroups/alzheimer/alzheimer-home
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/safety/safety-home
http://community.amstat.org/biop/workinggroups/safety/safety-home
http://community.amstat.org/biop/podcast
https://higherlogicdownload.s3.amazonaws.com/AMSTAT/fa4dd52c-8429-41d0-abdf-0011047bfa19/UploadedImages/Mentoring_Welcome_Package_Biopharm.pdf
http://community.amstat.org/biop/aboutus/sub-committees/mentoring
mailto:biopharmmentoring%40gmail.com?subject=
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INTERDISCIPLINARY SAFETY EVALUATION 
AND QUANTITATIVE MONITORING: 
ASA BIOPHARMACEUTICAL SECTION 
SAFETY SCIENTIFIC WORKING GROUP, 
WHO WE ARE AND WHAT WE DO
Judy Li and William Wang

With the fast merging field of safety assessment dur-
ing clinical development, safety has become the “new” 
efficacy. There is an increasing need for better and faster 
safety information. At the meantime, the use of big data 
from claims and e-health database also adds the com-
plexity of safety evaluation.  This increase in need and 
complexity has spawned new, innovative methodologies 
of looking at safety.

In addition to evolving improved methodologies to 
support safety evaluation, our new, more complex world, 
will require a multidisciplinary approach. No longer will 
the ‘safety doc’ be able to get by with the simple analysis 
used in years past.  A true medical-statistical joint venture 
by quantitative scientists in order to develop the models 
the 21st century will be required for safety evaluation.  

These are indeed what happened in the last few years.   
In 2014, the American Statistical Association (ASA) 
Biopharmaceutical Section started a safety working 
group including members from both regulatory agency 
and industry.   The working group initially focused on 
the design and analysis of cardiovascular (CV) safety 
outcome trials for Type II diabetes drugs, and later on 
expanded into a systematic review of multi-source safety 
data and corresponding analysis strategies.  A few recent 
publications (Marchenko et al 2017 ,  Zink et al 2018, 
Izem et al 2018, Marchenko et al 2018 and Ma et al 
2018), including a mini-series in the Therapeutic Innova-
tion & Regulatory Science (TIRS) journal in 2018 sum-
marize the work of those initiatives.        

In parallel, another dedicated working group was 
formed in 2015 to further help empower the biostatistics 
community in the field of quantitative safety monitoring.  
One initiative of this safety monitoring  working group 
was to focus on a systematic review of statistical meth-
odologies on safety monitoring (Wang et al 2018),  which 
include Bayesian and frequentist methods; blinded versus 
unblinded safety monitoring; individual case analysis 

versus aggregate meta-analyses; pre-marketing versus 
post-marketing evaluation; static versus dynamic safety 
reviews; as well as methods of safety data visualiza-
tion.  Another initiative was to perform a thought-leader 
interview and industry survey on the current practices 
and future direction of statistical safety statistics practice, 
tools, and methods. In addition, a systematic review of 
safety regulation both at global level and at regional 
level (eg, US, EU, Japan and China) was also conducted.  
Numerous presentations and short courses have been 
offered by the group at various scientific conferences 
and manuscripts have been developed to summarize the 
survey and reviews.  

To cultivate interdisciplinary collaboration, the afore-
mentioned two efforts have been integrated and expanded 
into one joint interdisciplinary working group between 
the ASA biopharmaceutical section and the DIA scientific 
communities.   In service of this cause, we’ve assembled 
academic, industry and regulatory experts in the area of 
drug safety and statistics to develop a series of contribu-
tions.  These include, but are not limited to

1. Develop interdisciplinary frameworks for aggregate 
safety assessment planning, and visual tools to 
enable/enhance cross-disciplinary collaboration 

2. Deep dive into various safety monitoring and safety 
evaluation methodologies, including safety enabled 
benefit risk evaluation and machine learning methods   

3. Investigate design/analysis approaches for the inte-
gration and bridging randomized controlled trials 
and real-world evidence for safety decision making       

The collaboration between the ASA and DIA offers a 
great opportunity for cross-functional global innova-
tions. The working group will continue working on 
those endeavors for the next few years.  
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Disclaimer: Judy Li and William Wang are special-
ized in safety statistics and co-chairs of the ASA 
biopharmaceutical section safety scientific work-
ing group. Website: http://community.amstat.org/biop/
workinggroups/safety/safety-home
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Considerations for Cardiovascular Outcome Trials in 
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ALZHEIMER'S DISEASE SCIENTIFIC 
WORKING GROUP UPDATES
Hong Liu-Seifert and Steve Wilson, The Alzheimer's Disease Scientific Working Group

The Alzheimer's Disease Scientific Working 
Group has been making steady progress. The Disease 
Modification and the Pre-symptomatic Work Stream 
are currently developing review white papers to   help 
better understand the approaches that have been used/
proposed to demonstrate disease modifying effects and 
to utilize appropriate measures for pre-symptomatic trials.

Due to the urgency of the estimands topic, our Esti-
mand Working Stream has been especially busy. Listed 
below are some of the key activities of this group:

1. Organizing a symposium at Clinical Trials for 
Alzheimer’s Disease (CTAD) to educate the AD 
field on the framework of estimand. Key clinical 
opinion leaders and the FDA Director of Neurol-
ogy Division participated in the panel discussion; 

2. Presenting at the Statisticians in the Phar-
maceutical Industry (PSI) and the Alzheimer’s 
Association International Conference (AAIC) on 
simulation results focusing on the performance of 
estimands and estimating methods;

3. Organizing a statistical workshop at the AAIC 
to further educate the broader research commu-
nity on estimands and specific considerations 
dealing with intercurrent events: and  

4. Planning to host one of the webinars in the 
DIA estimand series “Getting the questions 
right,” to share learning and best practice associ-
ated with cross-disciplinary groups in order to 
effectively implement and utilize estimands in 
CTs and in drug development.

Earlier this year we also participated in a session at 
DIA/FDA Statistics Forum to discuss the challenges 
and opportunities in AD drug development and re-
search, and what we, as statisticians, can do to “lead 
the charge.” It was a productive discussion between 
statisticians and clinicians, including regulators, and 
it clearly demonstrated the commitment coming from 
cross-sector efforts to fight this devastating disease. 

Additionally, working with Richard Zink, we are 
planning to deliver a podcast soon that will describe 
Alzheimer’s Disease research challenges and the 
activities of the AD_SWG. Please “stay tuned” to the 
ASA Biopharm webpage for a potential September/
October release! 

Yours Sincerely,

Hong Liu-Seifert and Steve Wilson on behalf of the 
AD_SWG n
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Seventy Fourth Annual Deming Conference on Applied Statistics 
Tropicana Casino and Resort, Havana Tower, Atlantic City, NJ 

Monday December 3, 2018 Registration: 6:30 Þ 8 AM Hot Breakfast 7 Þ 8 AM 
8 Þ 9 AM: Deepening the Reform of the Review and Approval System and Encouraging the Innovation of Drugs in China 

Dr. Ruyi He, MD, Chief Scientist Center for Drug Evaluation, Chinese Food and Drug Administration 
Session A 

Recent Development on Bayesian Clinical Trial Designs Using Historical Data 
Professor: Ming-Hui Chen, University of Connecticut 

Moderator: Naitee Ting 

Session B  
Subgroup Identification: A Comparative Review 

Professor Wei-Yin Loh, University of Wisconsin - Madison 
Moderator: Ivan S. F. Chan 

Lunch (On Your Own) 12 Þ 1:30 PM 
Session C § 

Statistical Challenges in the Analysis of Biomarker Data 
Professor Stephen W. Looney, Augusta University  

Moderator: Kalyan Ghosh 

Session D § & 
Bayesian Nonlinear Models for Bactericidal Activity of Tuberculosis Drugs 

Professors Divan A. Burger, University of Pretoria 
Ding-Geng Chen, University of North Carolina – Chapel Hill (UNC) 

Moderator: Walter R. Young 
7:00 PM Speaker’s and Awards Dinner (Optional Added Fee Event) 

Tuesday December 4. 2018 Registration: 6:30 Þ 8 AM Hot Breakfast 7 Þ 8 AM 
8 Þ 9 AM: Recent Advances in Regulatory Statistics in Cardio-Renal and CNS Clinical Trials 

Dr. Hsien-Ming James Hung, FDA 
Session E § & 

Experiences in Designing and Analyzing Vaccine Outcome Studies 
Dr. Scott Paterson, Sanofi-Pasteur 

Moderator: Fred Balch 

Session F § 
Advanced Visual Analytics of Safety Data from Different Data Sources – 

Approaches and Available Tools 
Drs. Melvin Munsaka (AbbVie), Kefei Zhou (Theravance Biopharma) 

K.P. Singh (GSK) 
Moderator: Ivan S. F. Chan 

Lunch (On Your Own) 12:15 Þ 1:45 PM 
Session G & 

Text Mining with R: A Tidy Approach  
Dr. Julia Silge, Stack Overflow 

Moderator: Fred Balch 
 

 

Session H & 
Statistical Topics in Health Economics and Outcomes Research: Patient-

Reported Outcomes, Meta-Analysis, and Health Economics 
Dr. Joseph C. Cappelleri, Pfizer 

Professor Thomas Mathew, University of Maryland, Baltimore County 
Moderator: Wenjin Wang 

Wednesday December 5, 2018 Registration: 6:30 Þ 8 AM Hot Breakfast 7 Þ 8 AM 
Session I § 

Conducting Medical Studies Using Electronic Health Records: 
Challenges, Analysis & Comparative Effectiveness Research 

 Drs. Rebecca Hubbard and Yong Chen, University of Pennsylvania 
Bin Huang, Cincinnati Children's Hospital Medical Center 

Moderator: Kalyan Ghosh 

Session J § 
Designing and Integrating the RCT/RWE in Safety Decision Making 

Drs. Rima Izem (FDA), Richard C. Zink (SAS) and William Wang (Merck) 
Moderator: Ivan S. F. Chan 

Lunch (On Your Own) 12:15 Þ 1:15 PM 
 

Session K 
Overview Of Non-Inferiority Trial Design, Analysis and Reporting 
Drs. Susan Wang and Gang Cheng, Boehringer Inglelheim China 

Moderator: Naitee Ting 

Session L 
FDA Advisory Committee Meeting and Non-inferiority Case Study 

Drs. Bob Powell (UNC), Steve Wilson (Consultant), & William Wang (Merck) 
Moderator: Ivan S. F. Chan 

 § Sessions will have their breaks extended by 15 minutes for Poster Presentations 
Thursday December 6, 2018 Short Course Registration and Hot Breakfast: 6:30 Þ 8 AM 

8:00Þ9:30 Lecture / 9:30Þ9:50 Break / 9:50Þ11:20 Lecture / 11:20Þ12:40 Lunch on Your Own / 12:40Þ2:10 Lecture / 
2:10Þ2:30 Break / 2:30Þ4:00 Lecture) / 4:00Þ4:20 Break / 4:20Þ5:50 Lecture 

Fundamental Concepts for New Clinical Trialists & 
Dr. Naitee Ting, Boehringer Inglelheim 

Professor Scott R. Evans, Harvard School of Public Health 
Moderator: Xiaoming Li 

Text: Fundamental Concepts for New Clinical Trialists 

Multiplicity in Clinical Trials & 
Dr. Toshimitsu Hamasaki, Osaka University and National Cerebral and 

Cardiovascular Center, Japan 
Dr. Hsien-Ming James Hung, FDA 

Moderator: Alfred H. Balch 
Texts: Group-Sequential Clinical Trials with Multiple Co-Objectives 
Sample Size Determination in Clinical Trials with Multiple Endpoints 

Friday December 7, 2018 
Hot Breakfast 7Þ8 / 8:00Þ9:30 Lecture / 9:30Þ9:50: Break / 9:50Þ11:20: Lecture / 11:20Þ11:40 / Break /  11:40Þ1:10: Lecture  

All tutorial and short course titles, presenters and moderators from 1989 onwards are on www.demingconference.com 
& Session is based on a recently published text that is available either for a discounted price or is included in the price of the two short courses 

Full hot breakfasts are included on each of the five days 


