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Evidence Generation Strategic Planning for  
Optimal Product Positioning 
By Teresa Wilcox, RPh, PhD, Senior Research Scientist, and Peter Marangos, BA, BS, Manager, Product Marketing

In this turbulent global economy, fraught with increasing regulatory require-
ments and impending legislative changes, obtaining optimal product posi-
tioning and market uptake requires thoughtful planning and a fresh perspec-
tive. The crowded therapeutic marketplace has driven the need for product 
differentiation and comparative assessment, and formulary decision makers 
and payers are demanding greater quantities of evidence with an increasing 
level of scientific rigor. For instance, the Centers for Medicare and Medicaid 
Services find that the available evidence that is evaluated for national cover-
age decisions is very seldom graded better than ‘fair’, and as result condi-
tional coverage decisions and ‘coverage with evidence development’ have 
become increasingly common.1

Therefore, it is now more than ever critical that pharmaceutical and medical 
device manufacturers seek to answer the tough questions that will define 
product value. These questions may include:

 �Do you understand the unmet need in the marketplace, and are you 
leveraging the clinical endpoints and appropriate evidence to address it?

 �What are the critical thresholds for evidence that must be met to enable 
decision making?

 Are you aware of the competitive, regulatory, and reimbursement environments, both present 
and future, and is your product development strategy designed accordingly?

 �Do you understand the evidence-based value profile required by all relevant customer groups 
for optimal product positioning?

 �Do your product development/commercialization plans mitigate risk while also ensuring maxi-
mal market adoption?

Although often complex and challenging in the face of resource limitations, effectively answering 
these questions requires a comprehensive, multi-year, multi-dimensional strategy to document and 
communicate evidence of product value. Establishing such an evidence generation strategic planning 
(EGS) methodology will facilitate coverage, reimbursement, and adoption by ensuring that the right 
value-based evidence is communicated to the right audience at the right time.
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UBC and the PACE Initiative Recommend  
Pragmatic Methods in Institute of Medicine Priority Setting

“We need true transformational  

thinking in clinical trial design or we 

risk wasting vast amounts of money 

answering the wrong questions, or  

the right questions too late.”

Priority 1: �Invest in methodological innovation to improve 
the cost efficiency, timeliness, pragmatism and 
usefulness of comparative effectiveness trials 
to real-world health care decision makers.

Rationale:  

a. �Filling the comparative evidence gap requires both 
observational and clinical trial research.  The gulf (cost, 
timeliness, standards of evidence, validity, and reliability) 
between these two approaches is enormous. Today, much 
attention, effort, and presumably funding is being made 
to improve observational methods in an effort to fill the 
gap that exists in comparative medicine. However, there 
is currently an insufficient investment under consid-
eration to improve clinical trial methods. I would argue 
that improving clinical trial methods is at least as important 
as improving observational methods.

b. Traditional clinical trial approaches: 

1. Are highly burdensome to design and conduct; 

2. �Often contain stringent design rules resulting in  
studying research rather than real-world scenarios; 

3. �Are inflexible, not allowing for learning and adapting  
as evidence is developed; and 

4. �Generate findings that may no longer be relevant by 
the time the trial is completed.  For example, con-
sider two prominent NIH-funded CER studies: the 
anti-hypertensive study “ALLHAT” ($135 million over 
5 years) and the anti-psychotic study “CATIE” ($40 
million over 4 years). Neither resulted in significant 
changes in medical practice, and the findings from  
at least one (ALLHAT) is believed by many to have  
led to largely irrelevant results due to changes in  
medical practice that occurred during the course  
of the lengthy trial.

c. �To date, there is substantial interest and slowly growing 
experience in designing pragmatic clinical trials (PCTs) as 
a solution to real-world evidence problems, but there has 
been insufficient investment in PCT methodology. A 
pragmatic clinical trial differs from a randomized clinical 
trial in that it allows real-world scenarios such as co-
morbidities, adherence issues, delivery variation, evolving 
intervention strategy, etc., to be integrated into the design 
and expected outcome of a trial.

Priority 2: �Invest in Bayesian adaptive trial methods  
for application to “real-world” comparative 
effectiveness research.

Rationale:  

a. �Many comparative effectiveness research questions  
are, by their very nature, often best characterized as a 

The American Recovery and Reinvestment Act of 2009 
(H.R. 1, also referred to as the Stimulus Bill) designated $1.1 
billion dollars for the purposes of exploring Comparative 
Effectiveness Research (CER). Federal agencies are currently 
launching efforts to respond to Congressional mandate and 
prioritize research opportunities to utilize these funds.

The Institute of Medicine (IOM), in particular, has been tasked 
with $1.5 million to prepare a Report to Congress by June 
30, 2009, in which it will make “recommendations on the 
national priorities for comparative effectiveness research to 
be conducted or supported” using these new stimulus funds. 
On March 19-20, 2009, the IOM’s Committee on Compara-
tive Effectiveness Research Priorities held a meeting during 
which it heard from government stakeholders (March 19) and 
public stakeholders (March 20). IOM also issued a question-
naire requesting no more than three therapeutic area-specific 
research priorities from each interested stakeholder.

During both meetings, there seemed to be a consensus that IOM 
needed to consider priorities beyond intervention-intervention 
comparisons and consider system-wide improvements to 

maximize the 
benefit of evi-
dence develop-
ment. In particu-
lar, Dr. Carolyn 
Clancy, Director 
of the Agency 
for Healthcare 
Research and 
Quality (AHRQ), 
emphasized the 
need for IOM to 

focus beyond a list of comparison projects, and focus instead 
on resolving the “inherent tension between how much is the 
framework and how much is the list.” Further, Dr. Clancy argued 
that the more IOM considers infrastructure needs, such as 
people, data, methods, and strategies, “the better off we  
will be.”

Dr. Bryan R. Luce, Senior Vice President for Science Policy 
at UBC, spoke to the Committee on Friday, April 20, and 
stressed the importance of developing innovative yet prag-
matic methods to pursuing real-world comparative clinical 
evidence: “We need true transformational thinking in  
clinical trial design or we risk wasting vast amounts  
of money answering the wrong questions, or the right  
questions too late.”

In his statement submitted for the record, Dr. Luce outlined 
two high priorities for comparative effectiveness, reproduced 
here.
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Bayesian problem in which prior evidence is weighed 
together with new data to produce a better-informed deci-
sion. For instance, we currently struggle with existing evi-
dence which is deemed useful but insufficient for decision 
making (often the conclusion of systematic reviews from 
AHRQ, for instance). The implicit challenge from the “insuf-
ficient evidence” conclusion seems to be to incrementally 
add evidence for an informed decision. Beginning a trial or 
research on the shoulders of established knowledge (often 
referred to as the “prior”) is a Bayesian principle.

Also, the clinical question often relates to identifying the 
relative benefits and harms of alternative therapies (e.g., 
for whom? when? how? under what conditions?). These 
questions may best be answered by adapting a research 
design during the course of a trial—an approach that 
is generally considered inconsistent using predominant 
classical methods of clinical trial design and analysis; for 
example, adapting to the unique clinical circumstances 
experienced within a Medicare population with various 
types of co-morbidities.

Finally, health care decision makers think naturally in terms 
of “probability”, inherently understanding uncertainty and 
seeking to improve chances their decisions are correct.

All of the above are fundamentally Bayesian concepts and 
may benefit from Bayesian approaches.

b. �Bayesian adaptive trial methods have been shown to be 
feasible and acceptable in numerous Phase II pharmaceu-
tical dosing studies and medical device registration trials, 
potentially leading to significant cost and time efficiencies. 
None of these trials are applications in “real-world” condi-
tions. Many data and safety monitoring boards use essen-
tially Bayesian methods to ensure that trial participants 
are not being exposed to undue risks during the course of 
a trial. Further, to our knowledge, no effort or investment 
has yet been made, nor experience gained, in evaluating 
Bayesian adaptive techniques to “real-world” comparative 
trial applications.

Federal agencies will continue to align research priorities  
and pursue opportunities in comparative effectiveness 
research, as we have seen with the National Institutes of 
Health’s recent Challenge Grant topics. UBC and the PACE 
Initiative will remain poised to contribute innovative ideas  
on pragmatic real-world comparative trials.

For more information on PACE, please visit www.PACEInitiative.org.

19th European Congress of Clinical Microbiology  
and Infectious Diseases (ECCMID)
May 16–May 19 2009, Helsinki, Finland

Poster Presentation
Cost-Effectiveness of Daptomycin in Hospitalized Patients  
with cSSTI Caused by Gram-Positive Organisms Muszbek N, 
Gould IM, Brown RE, Balp MM 

American Psychiatric Association (APA)  
Annual Meeting 2009
May 16–May 21 2009, San Francisco, CA, USA

Workshop
The Use of Research Measures in Clinical Practice 
Moderator: J Busner, PhD, Practice Leader, Specialty Clinical 
Services, United BioSource Corp.

MAGI’s 2009 Clinical Research Conference—East
May 31–Jun 3 2009, Miami, FL, USA

Oral Presentation
Registry Study Budgets and Contracts 
Speaker: G Morton, MBA, Senior Contracts Manager, United 
BioSource Corp.

Alzheimer’s Association 2009 International Conference 
on Alzheimer’s Disease (ICAD)
Jul 11–Jul 16 2009, Vienna, Austria

Poster Presentations
Screening for Alzheimer’s Disease: Health Economic Projections  
of the Impact of Earlier Diagnosis and Treatment Getsios D, 
Blume S, Ishak J, Maclaine G

Updated Cost-Effectiveness Projections for Donepezil in the 
Treatment of Patients with Mild to Moderately Severe Alzheimer’s 
Disease in the UK Getsios D, Blume S, Ishak J, Maclaine G 

Upcoming Presentations 
2009 Pediatric Academic Societies Annual  
Meeting (PAS)
May 2–May 5 2009, Baltimore, MD, USA

Poster Presentation
Reduction in Mortality Among High-Risk Preterm Infants 
Receiving Palivizumab Prophylaxis: A Systematic Review and 
Meta-Analysis Checchia PA, Nalysnyk L, Fernandes AW, 
Mahadevia PJ, Xu Y, Fahrbach K, Welliver R 

American Thoracic Society International Conference
May 15–May 20 2009, San Diego, CA, USA

Poster Presentations
How Stable is Stable in COPD? An Analysis of Day-to-Day  
EXACT Score Variability in Acute and Stable Patients with  
COPD Leidy NK, Wilcox TK, Sethi S, Jones PW, EXACT-PRO 
Study Group

Patient Perceptions of COPD: Development of the COPD 
Assessment Test Harding G, Roberts L, Gavriel S, Murray L, 
Jones P, Berry P, Wiklund I, Leidy NK

Psychometric Evaluation of the Asthma Control Test and Asthma 
Control Questionnaire in Patients with Moderate to Severe Asthma 
Revicki D, Margolis MK, Rentz A, Sapra SJ

Mini-Symposium
Chronic Obstructive Pulmonary Disease Exacerbation:  
Mechanism and Management 
Chairs: S. Sethi, MD; J. A. Wedzicha, MD

Patterns of Recovery from Exacerbations of COPD: EXACT 
Change Scores Days 1–14 
Oral Presenters: Wilcox TK, Leidy NK, Sethi S, Jones PW, 
EXACT-PRO Study Group



ISPOR 14th Annual International Meeting
M ay   1 6 – 2 0 ,  2 0 0 9 ,  O rlando      ,  F lorida      ,  usa 

Short Courses
Saturday, May 16
Bayesian Analysis: Overview and Applications
Faculty: David Vanness, PhD, Research Scientist, United BioSource 
Corp.; Christopher S. Hollenbeak, PhD, Assistant Prof., Surgery and 
Health Evaluation Sciences, Penn State College of Medicine

Saturday, May 16
Finding and Extracting Cost Data
Faculty: L. Clark Paramore, MSPH, Executive Director and Research 
Scientist, Center for Health Economics & Science Policy, United 
BioSource Corp.; Steve Blume, MA, Research Scientist, United 
BioSource Corp.

Sunday, May 17
Bayesian Analysis: Advanced
Faculty: David Vanness, PhD, Research Scientist, United BioSource 
Corp.; Keith R. Abrams, PhD, Prof. of Medical Statistics, Dept. of Health 
Sciences, Univ. of Leicester; Christopher S. Hollenbeak, PhD, Assistant 
Prof., Surgery and Health Evaluation Sciences, Penn State College of 
Medicine

Discrete Event Simulation for Economic Analyses
Faculty: J. Jaime Caro, MDCM, FRCPC, FACP, Adjunct Prof. of 
Medicine, Adjunct Prof. of Epidemiology and Biostatistics, McGill 
Univ. and Sr. VP Health Economics, United BioSource Corp.; Jörgen 
Möller, MSc, Mech. Eng., VP, Modeling, United BioSource Corp.

Issue Panels
Monday, May 18, Session I
Models for Collaborative Development of Patient-Reported 
Outcome Measures for Clinical Trials—Different Paths,  
Same Destination?
Moderator: Asha Hareendran, PhD, Sr. Research Scientist, United 
BioSource Corp.

Panelists: Priti Jhingran, PhD, U.S. Health Outcomes Director, 
GlaxoSmithKline; Dennis A. Revicki, PhD, Sr. VP Health Outcomes 
Research & Scientific Director Center for Health Outcomes Research, 
United BioSource Corp.

What is the Role for Pragmatic Trials in Regulatory Approval?
Moderator: Penny Mohr, MA, VP Programs, Center for Medical 
Technology Policy

Panelists: Marc L. Berger, MD, VP Global Health Outcomes, Eli Lilly; 
Robert Temple, MD, Director Office of Drug Evaluation I, FDA, Center for 
Drug Evaluation and Research

Non-Presenting Authors: Rebecca Singer Cohen, MPP, Research 
Associate, United BioSource Corp.; Bryan R. Luce, PhD, MBA, Sr. VP 
Science Policy, United BioSource Corp.

Tuesday, May 19, Session II
Use of the QALY for Economic Evaluation: Pragmatic Choice 
or Unjustified Evil?
Moderator: Louis Garrison, PhD, Prof. of Pharmacy, Dept. of Pharmacy, 
Univ. of Washington

Panelists: Michael F. Drummond, DPhil, Prof. of Health Economics,  
Univ. of York, Centre for Health Economics; J. Jaime Caro, MDCM, 
FRCPC, FACP, Sr. VP Health Economics, United BioSource Corp.
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Educational Symposium  
S p o n s o re  d  b y 

United BioSource Corporation
Monday, May 18   7:15am – 8:15am

The Comparative Effectiveness Research 
Wave: Solving Surfing Techniques 

Moderator: Bryan R. Luce, PhD, MBA 
Senior Vice President, Science Policy,  

United BioSource Corporation

Whether we like it or not, the new evidence ‘wave’ includes 
comparative trials and with it comes the need to solve new 
‘surfing’ techniques. The future comparative effectiveness 
(CE) research agenda inevitably will (and should!) include 
comparative real-world (aka “pragmatic”) trials. Traditional 
research designs are extremely expensive and lengthy 
making them not very practical.  Further, there tends to be 
high uncertainty due to the nature of the messy real world. 
This session poses a Bayesian adaptive design approach 
as a possible solution to reduce uncertainty of findings, 
cost and time and features a series of working papers to 
address four specific technical issues.

 �Getting to “Yes” (aka: When do we know (what is 
the minimal threshold) when we have “just enough” 
evidence for a real-world (read, coverage decision 
maker; clinical guideline committee) decision? 

Bryan R. Luce, PhD, MBA 
Senior Vice President, Science Policy 
United BioSource Corporation

 �Thresholds to Invest: Manufacturers’ Elasticities for 
Sponsoring Real-World Comparative Trials (aka: Just 
how much does cost, time, risk need to be decreased 
for a manufacturer to fund a CE trial of its product?) 

Anirban Basu, PhD 
Assistant Professor, Hospital Medicine 
Department of Medicine 
University of Chicago

 �Building Off the Existing Evidence (aka: The world 
may be flat, but is the prior?) 

David J. Vanness, PhD 
Research Scientist 
United BioSource Corporation

 �The Role of Dynamic Predictive Simulation in Guiding 
the Pragmatic, Adaptive Trial  

J. Jaime Caro, MDCM, FRCPC, FACP 
Senior Vice President & Senior Research Scientist 
Health Economics 
United BioSource Corporation



Workshops
Monday, May 18, Session I
Innovations in Physiologic and Patient-Reported Data 
Capture: Implications for Streamlining Data Collection  
and Leveraging Access to Real-Time Data
Discussion Leaders: Sonya Eremenco, MA, ePRO Manager, United 
BioSource Corp.; Wilhelm Muehlhausen, DVM, Sr. Project Manager, 
Cardinal Health Germany 234; Lionel Tarassenko, FREng, Prof. 
of Electrical Engineering, Univ. of Oxford, Institute of Biomedical 
Engineering; Barbara Marino, PhD, RN, Director, Clinical Operations 
Scientific Advisor, PHT Corp.

Tuesday, May 19, Session II
Uncertainty Around an Efficiency Frontier
Discussion Leaders: J. Jaime Caro, MDCM, FRCPC, FACP, Sr. VP 
Health Economics, United BioSource Corp.; Isao Kamae, MD, DrPH, 
Prof., Keio Univ. Graduate School of Health Management; Charalabos-
Markos Dintsios, MA, MPH, Research Fellow, Institute for Quality and 
Efficiency in Health Care (IQWiG), Pharmaceutical Products Evaluation

Wednesday, May 20, Session III
Coping with the Validation Requirements of the FDA PRO 
Guidance: The Intersection of Science and Practice
Discussion Leaders: William Lenderking, PhD, Sr. Research Leader, 
United BioSource Corp.; Elizabeth Merikle, PhD, Research Scientist, 
United BioSource Corp.; Michelle Stewart, PhD, Director, Pfizer

Wednesday, May 20, Session V
Implementing E-PRO Measures in Clinical Trials: What 
Sponsors Need to Know
Discussion Leaders: Sonya Eremenco, MA, ePRO Manager, United 
BioSource Corp.; Stephen Joel Coons, PhD, Prof., Univ. of Arizona, 
Pharmaceutical Sciences; Ari Gnanasakthy, MSc, Director, Health 
Economics and Outcomes Research, Novartis Pharmaceuticals

Podium Presentation
Monday, May 18, Podium Session II
Association of Cardiometabolic Risk Factors and Prevalent 
Cardiovascular Events
Malone DC, Boudreau D, Nichols G, Raebel MA, Fishman P, Feldstein A, 
Ben-Joseph R, Okamoto LJ

Poster Presentations
Monday, May 18, Poster Session I
Clinical Outcomes and Patterns of Care in Patients with 
Chronic Liver Disease, Bridging Fibrosis and Cirrhosis: 
Adaptable Methodologies for the Design, Implementation 
and Conduct of Multi-National, Retrospective Chart  
Review Studies
Payne KA, Lordan N, Duran B, Ishak KJ, Grotzinger K

Development and Validation of an ePRO Template 
Administered Via a Web-Based Interface
Eremenco S, Coyne KS, Duran B, Leidy NK

Is the Health Utilities Index Valid and Responsive in 
Assessing Patients with Ankylosing Spondylitis?
Gooch K, Feeny DH, Wong R, Pangan A, Revicki D, van der Heijde D

Methods for Personalized Medicine: Factor Mixture Models 
for Investigating Differential Response to Treatment
Stull D, Wyrwich KW, Frueh FW

Off-Label Use of Oncology Drugs in a Community Oncology 
EMR Database
Stephen R, Knopf K, Reynolds MW, Luo W, Fraeman K

Tuesday, May 19, Poster Session II
Can Older, Chronically Ill Adults Use Electronic Diaries? 
Compliance Rates in a Prospective Study of Patients  
with COPD
Cates C, Roberts L, Eremenco S, Wilcox TK, Leidy NK

Development of a Valuation Function for a Diabetes- 
Specific Preference-Based Measure of Health Based  
on the Multi-Attribute Utility Theory
Sundaram M, Smith MJ, Revicki D, Miller LA, Madhavan SS

Glycemic Variability and Complications in Patients with 
Diabetes Mellitus: Evidence from a Systematic Review  
of the Literature
Nalysnyk L, Hernandez-Medina M, Xavier N, Krishnarajah G

Saving Costs From Influenza Immunization Among Young 
Children—Live Attenuated Vs. Inactivated Influenza 
Vaccination
Rousculp MD, Quon P, Belshe RB, Woodward TC, Luce B,  
Mahadevia PJ

Wednesday, May 20, Poster Session III
Cost-Effectiveness of Screening and Treatment of 
Alzheimer‘s Disease with Donepezil in the United Kingdom
Getsios D, Blume S, Ishak J, Maclaine G

Cost-Effectiveness Study in Patients with Mild to Moderately 
Severe Alzheimer‘s Disease: Projected Benefits of Donepezil 
in the United Kingdom
Getsios D, Blume S, Ishak J, Maclaine G

Development of the Injection Pen Assessment Questionnaire 
(IPAQ) to Evaluate a New Device to Administer Human 
Growth Hormone (HGH)
Etschmaier M, Kimel M, McCormack J, Hey-Hadavi J, Cara JF

Flushing Assessment Tool (FAST): Psychometric Properties  
of a New Measure Assessing Flushing Symptoms
Kawata AK, Thakkar R, Davidson MH, Punzi HA, Jiang P, Li D, Krause S, 
Padley R, Revicki DA

Literature Review on the Global Cost of Multiple Sclerosis
Birt JA, Duhig AM, Naci H, Fleurence RL

The Impact of Different Stages of Multiple Sclerosis on 
Health Utilities: A Systematic Review of the Literature
Naci H, Fleurence R, Birt J, Duhig AM

The Prediction of Stroke and Mortality Outcomes in Patients 
with Atrial Fibrillation Maintaining Sinus Rhythm With and 
Without Antiarrhythmic Drugs
Xenakis JG, Quon P, Getsios D, White SA, Khaykin Y

Urinary Urgency Intensity Rating in Relation to Symptom 
Frequency, Bother, and Treatment Seeking: Results from 
EPILUTS in the US, UK and Sweden (SE)
Thompson CL, Coyne KS, Sexton C, Kopp Z

U.S. Budget Impact of Increasing Aspirin Usage for Primary 
and Secondary Prevention of Cardiovascular Disease
Benedict A, Manson SC, Pan F, Wittrup-Jensen KU, Fendrick AM

Stop by Booth #4 at the  
ISPOR Conference to meet the UBC staff  

and learn more about how UBC can  
support your product needs.
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EGS is a results-oriented process to assure that available 
data are fully leveraged, new research projects are carefully 
designed to build a unified body of evidence, and information 
is effectively communicated to key decision-makers. EGS is 
most effective when a systematic, standardized, and repeat-
able process is in place, and when properly implemented,  
it will result in efficient demonstration of product value.  
Typically, EGS will include the following four key steps:

1. �Identify, summarize, and evaluate the available evidence, 
the marketplace (i.e., standards of care, comparator 
treatments, key stakeholders etc.), and competitive  
challenges to identify evidence gaps and unmet need.

2. �Determine the target value proposition that addresses 
unmet need and describes (or demonstrates) product 
value to internal stakeholders and external decision 
makers.

3. �Identify and prioritize the evidence required to sup-
port the target value proposition, define the resources 
needed, and outline a timeline for evidence generation.

4. �Outline a publication plan and communication strategy 
to ensure that the right evidence reaches the right  
audience at the right time.

Opportunities for EGS Implementation

In order to effectively implement any EGS methodology,  
one must first understand the characteristics and target  
indications of the product and its place and progression 
through the development lifecycle. There are a number of 
opportunities for EGS implementation; however methods 
may differ according to the needs of each product. Generally 
speaking, EGS may be applied to pharmaceutical, medical 
device, or diagnostic products spanning the entire product 
development life cycle.

 �Early stage pre-clinical development: EGS as a 
vehicle to set the stage for go/no-go due diligence 
decisions, prioritize information gathering on disease 
burden and competitive landscape, and inform  
clinical study design and implementation.

Evidence Generation Strategic 
Planning
continued from front page

Product Potential Challenge EGS Opportunity

Early Stage—Preclinical Development

In Pre-clinical or 
Phase I trials—very 
little known about 
the product and the 
marketplace

 �Making an informed decision for allocat-
ing resources for further development

 �Enable go/no-go due diligence decisions

 �Prioritize information gathering on disease burden 
and competitive landscape

 �Inform clinical study design and implementation

Mid-Phase Clinical Development — Successful Proof of Concept

In Phase II or  
early Phase III—
may have multiple 
indications,  
submission dates, 
target countries/
markets, etc.

 �New data/trials required for FDA, EMEA  
or other regulatory agency—delaying 
submission and providing opportunity for 
change in competitive landscape

 �Entering a crowded, competitive, and  
controversial market

 �Obtaining optimal positioning and market 
uptake when internal competitors exist

 �Navigate competitive and regulatory hurdles

 �Define evidence generation tasks to position and  
support product for launch, U.S. or ex-U.S.

 �Leverage clinical trials and other studies in progress

 �Identify and establish payer/stakeholder audiences 
and internal priorities for launch 

Approved and Marketed

Phase IIIb/IV, or 
Phase III trials 
underway for a 
new indication or 
formulation

 �Payer resistance if currently available  
formulations or comparators are well 
established and available at a low cost.

 �Underperforming product or competitor 
product

 �Crowded marketplace; available generics

 �Effectively communicating improve-
ments in compliance and associated cost 
savings

 �Define evidence generation tasks to ensure optimal 
positioning and market uptake alongside other  
formulations and products in company portfolio

 �Leverage body of existing evidence, and any clinical 
trials or studies in progress

 �Integrate new evidence into current marketing 
strategy

 �Respond to competitive challenges and changing 
market dynamics
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 �Mid-phase clinical development (successful proof 
of concept): EGS to define evidence generation tasks, 
external decision maker and internal stakeholder audi-
ences, as well as competitive and regulatory hurdles.

 �Marketed products: EGS to leverage or expand 
upon existing evidence, revitalize an underperforming 
product (increase market uptake), or respond to new 
competitive challenges, new information, or changing 
market dynamics.

The Value of EGS

Using EGS to deliver the right evidence to the right audience 
at the right time empowers evidence-based coverage deci-
sions that foster optimal product positioning. The design of 
a comprehensive evidence generation strategy enables one 
to understand and adapt to the changing world economy, 
health care legislation, and regulatory and reimbursement 
policies, and thereby anticipate competitive challenges 
and changes in market dynamics.

Using EGS to establish clear priorities and focus maxi-
mizes efficiency of product development by eliminating 
redundancy and streamlining efforts across internal groups, 
optimizing resource allocation, and providing opportunities 
to leverage planned studies and available resources. EGS 
also facilitates decision making for early stage products in 
development.

Considerations for Effective Implementation of EGS

The key elements required to create a valuable evidence 
generation plan (EGP) are senior scientific expertise, a 
proven approach, solutions-oriented, communication-
focused recommendations, and an emphasis on the evi-
dence. Scientific expertise should include both therapeutic 
and methodology expertise (e.g., epidemiology, modeling, 
patient-reported outcome [PRO] development), and should 
consider the established understanding of regulatory agen-
cies as well as formulary decision makers and payers. Any 
truly valuable EGP will succeed in aligning internal teams  
and ensure that all groups are communicating and leveraging 
the work that others are doing. Transparent working relation-
ships with vendors (e.g., partnership is desirable in lieu of 
standard contract service), and strict adherence to timelines  
and deadlines are also critical elements.

Once completed, an EGP should emphasize the ability 
to demonstrate effectiveness, manage safety risks, and 
document product value. In order to accomplish this, it is 
imperative that evidence development recommendations are 
not solely driven by capabilities or available resources, but 
instead are solution-oriented, evidence-driven, communica-
tion-focused, and effectively aligned with messages  
and audiences.

When implemented properly, EGS provides a comprehen-
sive, multi-year strategy, across the product life-cycle, to 
document and communicate evidence of product value. 
This systematic approach allows for thoughtful planning of 
evidence generation and associated resource allocation to 
optimize product positioning. In others words, EGS provides 
the ability to generate the right value-based evidence, for 
the right audience, at the right time.

For more information, please contact  
Teresa.Wilcox@unitedbiosource.com.
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Publications Plans Change Over 
Time and with Mounting Evidence-
Based Data
By Cara Coffey, Business Planning, and Dan Donovan,  

Senior Vice President of Strategy and Market Development

Historically, the output of traditional publications efforts pre-
dominantly consisted of documents reporting on some of the 
data generated from a compound’s clinical trial program and 
perhaps documents describing the therapeutic landscape in 
which the compound resides in the marketplace. In recent 
years, however, the types of articles that are considered in 
a publications plan have expanded as a result of increased 
legislation concerning the timing of when clinical trials must 
be registered and their data reported,1 as well as increased 
legislative requirements for studies supporting the safety 
and efficacy of pre- and post-approval drugs and devices.2 
In addition to publications plans built around the clinical tri-
als program, the data generated from its associated health 
economics, outcomes research, and Phase IV observational 
studies are contributing to an expanding array of product-
specific literature. In essence, they are amounting to  
evidence generation and communication plans.

Building Today’s Plan

Broadly, the evidence communication plan usually spans 
three main stages of a product’s lifecycle:

 �Pre-launch

 �Peri-launch

 �Post-launch

continued on page 8
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The communication requirements differ in each of these 
stages, resulting in the need for different types of documents 
within and across each stage (Figure 1).

Pre-Launch: Establishing the Evidence Rationale

In the preclinical and clinical testing phases leading up to 
filing, which can take more than a decade to complete, an 
intermittent release of publications usually aims to establish 
the rationale for the ensuing availability of the new com-
pound or device. These journal articles are often directed 
at thought leaders or specialists in the therapeutic area 
because they have the greatest interest in developing com-
pounds, are experts in the scientific area, and will likely be 
the first to need to know about the products so they in turn 
can help educate other health care professionals and may 
choose to prescribe the products to their patients in the early 
days after launch. The nature of the publications may be a 
broad systematic review or a detailed examination of the 
general disease area, and they may discuss the limitations of 
current therapeutic options while beginning to release per-
tinent product information to begin the education process. 
These review articles also assist the medical community by 
summarizing key findings from the existing medical litera-
ture, providing focus to relevant issues, and communicating 
information to a wider audience, as is often necessary. To 

begin to create an understanding of a new therapeutic agent, 
journal articles may be written that explore its pharmacoki-
netic profile and mechanism of action. Abstracts and ensuing 

publications may be developed that provide baseline 
and study design information about the clinical 
trial or trials under way. Additionally, in support of 
evidence generation, pharmacoeconomic models 
are developed and conveyed in congress abstracts 
and journal articles increasingly during this crucial 
first stage as proof of value (improving quality of life, 
impact of enhanced safety profile, etc.) becomes 
increasingly important.

Peri-Launch: Evidence Release

The availability of adequate product information 
around and at the time a new compound is launched 
is essential so physicians can make appropriate pre-
scribing decisions. Product usage will be impacted 
by the availability and quality of published articles, 
particularly in communication vehicles focused on 
early prescribers, or adopters, of the drug or device 
(e.g., specialty journals). Such articles may explain 
the product’s profile compared to competitors.  
Usually, papers at this stage disclose and discuss—
first at congresses and then in medical journals— 
the key primary endpoint results and findings of the 

clinical trial program. More and more often during launch, 
pharmacoeconomic models and outcomes assessments are 
being tested, and subsequently reported in publications.

In tandem to the preparation of papers reporting the  
primary trial results, other educational activities may take 
place that are directed by the scientific publications effort, 
such as symposia and round table meetings at scientific 
congresses. Published proceedings and summaries resulting 
from these activities can support the core clinical trial- 
driven manuscripts.

Post-Launch: Accumulation of Evidence

After a product is launched, its evidence generation require-
ments are far from met. This is the period when the recep-
tion of the foregoing information in the marketplace can be 
assessed as it relates to the market’s reaction to the new 
drug, to changes in the marketplace, or to expectations of 
the drug’s performance. The continued stream of clinically 
relevant publication evidence can be extended to include 
late-adopting prescribers. At minimum, papers will need to 
be developed that continue to disclose critical data, includ-
ing secondary endpoint results, and keep the health care 
community adequately informed.

Publications Plans Change
continued from page 7

Figure 1. General plan approach.
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These days, in the years after launch, the body of eviden-
tial data associated with a new compound or device will 
only increase (Figure 2). Post-approval surveillance studies, 
long-term health economic and outcomes research analy-
ses, and observational studies—in addition to the continued 
company-sponsored clinical trial program and independent 
investigator studies—all contribute to the growing body  
of patients exposed to the drug and to the continuous  
development of publications designed to educate health  
care providers and payers about the safety, efficacy, and 
overall use of the new product.

Figure 2. Evidence-based medicine publication flow.

Thus, publications plans may be more accurately  
defined as evidence communication plans. Regardless  
of the nomenclature, for completeness, a plan can be  
considered in three, albeit complex, main stages and  
the dissemination of information should be considered in 
alignment with the requirements and needs of each stage 
to provide a complete communication continuum and for 
enhanced educational value.

For more information, please contact  
Cara.Coffey@UBC-EnvisionGroup.com or  
Dan.Donovan@UBC-EnvisionGroup.com.
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Evidence Gathering In Support of 
Health Economic Evaluations
By Krista Payne, Director, Health Care Data Capture

The Right Evidence 

Data from randomized controlled clinical trials (RCTs) remain 
the gold standard of evidence for treatment efficacy due to 
their high internal validity.1,2 The same cannot be said, how-
ever, regarding RCT data and the effectiveness of interven-
tions, for example, real-world outcomes such as medication 

adherence and health care resource utilization.3,4

In the trial environment, the ability to estimate 
efficacy accurately is enhanced by requiring physi-
cians to comply with strict study protocols with 
clearly defined assessment, treatment and proce-
dure schedules. Subject eligibility criteria, informed 
consent, and participation in study visits have also 
been shown to favor efficacy outcomes because 
the appropriate use of medications, monitoring  
and other required interventions is enhanced.5 
These trial features are detrimental to the study  
of effectiveness, however, because they artificially 
alter the treatment context to increase the accu-
racy of efficacy estimates. For example, in relation 
to outcomes such as health care utilization, RCT 
protocol driven site visits can alter the usual pat-
tern of care. As a convenience to study subjects, 
medical management of the underlying disease can 
be provided during the study visit. As well, other 
underlying health conditions requiring a medical 

intervention can be identified as a result of diagnostic tests 
and procedures which would not otherwise be performed 
unless the patient were participating in a study.6 A naturalistic 
study design aims to minimize these kinds of phenomena 
to permit the evaluation of real-world physician and patient 
behaviors and outcomes. Properly implemented, a naturalis-
tic design can minimize the impact of the Hawthorne Effect, 
which is the tendency of people to act atypically when they 
know they are being observed.

Generally, health economic analyses will require effective-
ness and other real-world outcomes data for the populations 
and sub-groups of interest. Data from an RCT may still be 
used in health economic models to characterize the clinical 
efficacy and safety profiles of one treatment compared to 
another, but naturalistic data are essential to properly model 
the potential impact of an intervention in the usual care envi-
ronment. While trial data are usually abundant, there is often 
a paucity of the latter. If by chance observational data are 
available, they are seldom for the sub-groups of interest that 

continued on page 10
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align with those studied in the trials. Adding further to the 
need for tailored, naturalistic data collection is the evolution 
of modeling techniques which permit the use of more refined 
real-world distributions of population characteristics and 
outcomes.7 While it may be evident that observational data 
are necessary, the optimal design to address the research 
questions is likely not obvious.

The Right Design

Administrative database and medical chart review studies  
are examples of retrospective studies, which use exist-
ing data that have been collected for reasons other than 
research. Both designs are naturalistic and avoid the 

Hawthorne 
Effect, which 
is an appealing 
characteris-
tic. Database 
analyses offer 
many advan-
tages over 
chart review 
studies, primar-
ily because 
they are more 
time and cost 
efficient and 
still provide 
useful, disease-

specific data describing patterns of usual care. Chart review 
studies, although more challenging to implement, contain 
important usual care data such as physician and nursing 
notes, ambulatory and emergency room reports, consulta-
tions, admission and discharge documentation, laboratory 
and diagnostic testing reports, and other clinical outcomes 
not usually available in databases. In the European context, 
chart review designs8 may be implemented more frequently 
simply because suitable administrative databases are less 
common than in North America.

Observational prospective studies are another source of 
effectiveness data. They are designed to include a broad 
range of subjects typical of those found in actual practice, 
and to minimize the Hawthorne Effect by limiting intru-
sion into usual care. When subjects are randomized, these 

designs are sometimes referred to as natural,9 or quasi-
experimental.10 While not completely void of the Hawthorne 
Effect, with a carefully conceived design, data remain very 
useful as inputs to analyses of real-world outcomes.11 
Detailed guidelines and checklists for the reporting of  
observational studies have helped to streamline and  
standardize the dissemination of study results.12

Hybrid retrospective and prospective study designs can also 
be extremely useful.13 Using this approach, a retrospective 
review of charts is paired with one or more study visits to 
obtain clinical and disease history information in addition 
to clinical, resource utilization and quality of life data. Study 
outcomes can be tailored to match measures included in 
clinical trials permitting a “mapping” of real-world outcomes 
to clinical trial efficacy data—a critical link in most health 
economic models.

When site-based data collection is prohibitive, survey 
methods may be employed. Surveys of patients or provid-
ers using innovative data capture methods, such as IVRS or 
web-based methodologies, can be implemented to gather 
data in support of health economic analyses. Standardized 
resource use questionnaires designed for multi-national use 
are ideally suited to this mode of data collection and can 
provide researchers with very rich datasets gathered in very 
little time.

Selecting the ‘right’ design requires consideration of both 
scientific and practical factors and an open and collaborative 
approach between researchers and study sponsors. Real-
world data collection outside of the clinical trial environment 
offers many challenges, but also offers important research 
opportunities.

The Right Approach

Researchers aiming to collect effectiveness data to evaluate 
the burden of a disease or to populate a health economic 
evaluation may find the following considerations helpful:

 �Health economics and outcomes research planning 
should be initiated as early as possible in the product 
life cycle so that data gathering needs and opportuni-
ties can be delineated well in advance.

 �A well structured economic model, with clearly 
defined parameters and data requirements, can be 
a useful framework to guide real-world evidence 
gathering activities.

 �Opportunities for collecting health economic data 
alongside clinical trials, despite lower external � 

Evidence Gathering In Support of 
Health Economic Evaluations
continued from page 9

Database analyses offer many  
advantages over chart review  

studies, primarily because they are 
more time and cost efficient and still 
provide useful, disease-specific data 

describing patterns of usual care. 
Chart review studies, although more 
challenging to implement, contain 

important usual care data… 
and other clinical outcomes not  
usually available in databases.
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for the research investment. The optimal design and correct 
balance between practical and methodological consider-
ations will be unique to each undertaking. Gold standard 
clinical trial data are not enough to evaluate the potential 
economic impact of a medicine or device in the real-world 
setting. The gathering of observational and naturalistic data 
is well worth the planning and effort it takes, as these data 
are the cornerstone of valid and meaningful health economic 
analyses.

For more information, please contact  
Krista.Payne@unitedbiosource.com.
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validity, should still be explored given that the incre-
mental cost of collecting health economic variables 
is usually minimal. In fact, for regulatory submissions, 
some health economic evidence gathered from the 
same populations as the efficacy and safety data 
is typically required (see EvidenceMatters article “A 
‘NICE Design’: Getting the Right Clinical Trial Data for 
Economic Evaluation”, October 2008).

 �Study designs employed will need to balance practi-
cality and affordability with scientific validity. Achiev-
ing this balance will require open communication and 
a collaborative approach between researchers and 
study sponsors.

 �Evidence gathering should be strategic and targeted; 
the rationale for the collection of each and every 
study variable should be clear and well understood.

 �Electronic data capture (EDC) and remote study  
monitoring should be considered as an efficient 
means of quality-controlled data collection. Remote 
study monitoring using EDC can also help to mini-
mize the Hawthorne Effect, as this can negate the 
need for on-site visits by study staff.

 �Multi-national health economics data gathering can 
be made more efficient if standardized resource 
utilization questionnaires and formats suitable for 
international use are employed.

 �Clinical trial processes and procedures should not be 
imposed on observational studies; tolerance for the 
“hands-off” approach to study conduct and monitor-
ing is an important principle.

 �The rationale for choosing one study design over an-
other should be transparent and clearly delineated. The 
advantages and disadvantages of each possible de-
sign should be carefully weighed in the context of the 
specific research questions the study must address.

 �A priori feasibility assessments delineating logistic 
and methodological challenges as well as strategies 
for resolution should be a preliminary research  
component to any evidence gathering project and  
its timeline.

 �While evidence gathering may be conducted to  
support economic analyses, studies should be  
designed to stand alone and able to withstand the 
rigor of peer review.

Real-world evidence gathering results in the right evidence 
and approach for the time and resources that are available 
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Pricing & Reimbursement 
Consideration at Each Stage  
of Development
By Beth Hahn, PhD, Managing Director, Pricing & Reimbursement, 

Carol Ware, CPC, Senior Research Manager and Mike Ciarametaro, 

MBA, Senior Research Manager

Pricing has long been relegated to companies taking an 
either/or position of commissioning complex models that 
cannot be explained except by the developer, to a “gut  
feeling” by senior management that a new product should  
be priced at a 20 percent premium to its competitors.  
Reimbursement fared less well as a forgotten factor in  
U.S. development or was viewed in terms of absolutes (i.e., 
competitors, trial designs) to compete in a European market. 
None of these positions yields a methodical or compre-
hensive approach to provide the best possible pricing and 
reimbursement support for a new product in development.

A comprehensive pricing and reimbursement strategy  
has the same stage-gate needs as the clinical development 
process and should be an integral part of the development 
of a new product. Key areas for each phase of development 
include:

Phase I—Ideally, at proof of concept, reimbursement 
research should include a Preliminary Payer Analysis as well 
as a Coding Analysis if the drug is injectable. The objective of 
the Preliminary Payer Analysis is to understand market feasi-
bility and requirements for favorable acceptance by the payer 
community. This information can be useful to the design of 
Phase II clinical trials with regard to particular requirements 

needed to support reimbursement. A Coding Analysis, for 
U.S. markets, will investigate whether resources need to  
be dedicated to securing one or more new diagnoses,  
procedural, or drug billing codes or whether existing  
codes support reimbursement for providers.

Phase II—An initial Pricing Model is needed prior to the 
completion of Phase II. The model should incorporate the 
existing data (including clinical profile of the product, epi-
demiology, cost of the illness, patient, physician, and payer 
data) and identify gaps that are needed to refine the model. 
The objective of pricing at this stage is to establish optimal 
price bands that are supported by the product’s value state-
ments and the reimbursement environment.

The initial Reimbursement Strategy is developed at this  
time, building upon the Payer Analysis conducted in Phase I. 
Components of a comprehensive strategy include reimburse-
ment by competitors for all major markets, legislation/
regulations/assessments by reimbursement authorities,  
the initial payer value proposition, and strategy for all major 
payers. The reimbursement strategy results in a detailed  
plan of activities focused on securing favorable access, 
coverage, and reimbursement.

Go/No-Go Evaluation—Optimal pricing supported by reim-
bursement and access expectations should be evaluated 
along with Phase II clinical trial results to determine whether 
further investment is warranted.

Phase III—The majority of pricing and reimbursement 
research will be conducted when the results of Phase III 
studies are available. The final profile is used to further refine 
the pricing model with data that tests a variety of prices 

for the final value proposition against the 
competitors with key decision-makers, which 
typically include payers, physicians, and, 
depending on the disease state, patients. The 
refinement results in a narrower price band 
with an optimal launch price.

The results of Phase III studies also are 
important for the refinement of the Reim-
bursement Strategy, as this information is 
used to conduct payer research to under-
stand the receptivity to the product, test the 
value proposition, and identify barriers or 
issues to address strategically in preparation 
for launch.

Pricing and reimbursement research requires 
data collection and refinement at each stage, 

Phase I Phase II Phase III

Preliminary Payer 
Analysis

Coding Analysis

Initial Pricing 
Model

Establish Optimal 
Price Bands
Gap Analysis

Initial 
Reimbursement 

S trategy
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Test and Refine 
Pricing Model

Go/No Go

Refine 
Reimbursement 

S trategy
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Preliminary Payer 
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Coding Analysis

Initial Pricing 
Model

Establish Optimal 
Price Bands
Gap Analysis

Initial 
Reimbursement 

S trategy
Gap Analysis

Test and Refine 
Pricing Model

Go/No Go

Refine 
Reimbursement 

S trategy
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and these activities should occur in parallel with the clinical 
development process. The combination of strong clinical 
data with well-researched, tested, and refined pricing and 
reimbursement exploration serves to build a strong evidence 
base to support the product at launch and throughout the 
lifecycle.

For more information, please contact  
Beth.Hahn@unitedbiosource.com,  
Carol.Ware@unitedbiosource.com, or  
Mike.Ciarametaro@unitedbiosource.com.

Drug Related Adverse Events—
Searches for Published Reports 
By Alex Ward, PhD, Research Scientist and Senior Epidemiologist

Evaluation of a potential drug-related adverse effect often 
requires a comprehensive review of the evidence available 
from published trials, observational studies, case series,  
and case reports. Each study provides an opportunity to 
assess the pattern of adverse events, often in relation to 
real-world use, in different populations, with different study 
methods. This study heterogeneity may ultimately allow  
us to gain more insight into the features influencing these 
events. The evidence and hypotheses associated with 
unexpected adverse events have often originated from case 
reports published in scientific journals. The Adverse Effects 
Subgroup of The Cochrane Collaboration has outlined a 
framework for guiding decisions when conducting literature 
reviews incorporating adverse effects.1

The appropriate search strategy to identify the relevant litera-
ture is one of the most important aspects to consider when 
conducting a review of drug-related adverse effects. How-
ever, a recent survey of 277 published systematic reviews 
where adverse events were the primary outcomes indicates 
many studies do not implement the recommended sensitive 
search strategies.2 Errors in search strategies will result in 
a lower ability to identify relevant studies and will increase 
the inefficiency of the process due to the review of many 
irrelevant articles.

A broad search strategy using more than one database, 
multiple methods of searching, and manual review of bib-
liographies is consistently advocated to identify potentially 
relevant articles.1-4 As with systematic reviews on other top-
ics, developing the search strategy is an iterative process, 
carefully tailored to each research question, incorporating 
search strings to define the drug, disease, population, and 
study designs of interest. Generally, this includes examin-
ing the strategies used by other researchers in this field, and 
after identifying some relevant articles, assessing how these 
have been indexed and then revising the strategy as needed. 

Using more than one bibliographic database (e.g., MEDLINE 
plus EMBASE, as well as Current Contents) is essential for 
studies of adverse events, as there are differences in index-
ing as well as the range of journals or dates covered by each 
database. Every search strategy needs to be adapted to the 
idiosyncrasies of each database using the appropriate index 
structures (e.g., MeSH [Medical Subject Headings] in MED-
LINE, and EMTREE in EMBASE). The final search strategies 
for these reviews are often complex to implement, and the 
translation between database search strategies is believed 
to commonly lead to errors.2, 5 To reduce these errors, it is 
essential to invest in designing and implementing searches 
appropriately in each database. Searches should solicit 
advice and support from information specialists to  
implement searches optimally.

The sensitivity of a search is defined as the “relevant 
studies”/”total relevant studies” and reflects the compre-
hensiveness of a search. Precision is defined as the propor-
tion of “relevant studies identified”/“all studies relevant and 
irrelevant.” In some instances, lack of precision can cause 
the search strategy to become impractical. As a result,  
it is essential when developing a protocol for conducting  
an adverse event review to consider both sensitivity and  
precision. The range of study designs of interest impact 
these searches because these types of reviews often  
include both trials and observational studies.

Studies assessing various search strategies demonstrate 
how studies reporting on adverse events can be identified 
with high sensitivity using databases such as EMBASE and 
MEDLINE with the appropriate strategies.3, 6 However, even 
apparently comprehensive strategies combining text words 
for adverse effect or side effect and drug name are believed 
to be unlikely to identify all the pertinent material.3, 4, 6, 7 For 
example, one assessment of automated search methods 
using both EMBASE and MEDLINE, relying either on text 
words for specific adverse effects, generic terms for adverse 
effects in the title or abstract, or indexing terms, still failed to 
retrieve almost a quarter of the trials known to report adverse 
effect data.4 This arose because these trials did not have 
indexing terms for the adverse events assigned and made no 
mention of the events (or related terms) in the title or abstract. 
A broad strategy to identify case reports achieved high 
sensitivity by not preselecting the specific adverse events.6 
Similarly, assessments of how to conduct sensitive searches 
for observational studies demonstrate why a combination of 
approaches is necessary; though this is often achieved by 
adopting strategies that have low precision (<3%).3, 7 

Sensitive searches able to identify more relevant studies on 
adverse events are important to this field, but when a search 

continued on page 14
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Drug Related Adverse Events—
Searches for Published Reports
continued from page 13

is well constructed, this will likely lead to low precision. 
These studies can be anticipated to generate lists of several 
thousand citations to collate from each database, and after 
duplicates are removed, there will often be several thousand 
abstracts to screen using preset criteria for relevance. Once 
irrelevant citations are excluded (as a general rule 5%–10% 
will be potentially relevant), the full text articles are retrieved 
and then screened to identify the relevant studies and to 
determine whether any are publications of the same study. 
The appropriate balance of sensitivity and precision, and the 
associated resource implications, will have to be assessed 
and compromises will have to be made to ensure each study 
remains practical to implement.

While the most appropriate search strategies for identifying 
adverse event reports need more research, the decisions 
made when developing the search strategies have certainly 
been shown to greatly impact the comprehensiveness of 
these reviews. Execution of studies using the necessary 
search methods to conduct a sensitive search for adverse 
events requires adequate access to resources as well as the 
in-house expertise to conduct these studies efficiently.

For more information, please contact  
Alex.Ward@unitedbiosource.com.
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Identifying Subgroups of Differential 
Responders: Implications for  
Personalized Health Care
By Donald E. Stull, PhD, Senior Research Scientist, and  

Kathleen W. Wyrwich, PhD, Senior Research Scientist

In 2006, the U.S. Department of Health and Human Serv-
ices (HHS) published a request for information, “Improving 
Health and Accelerating Personalized Health Care Through 
Health Information Technology and Genomic Information 
in Population- and Community-based Health Care Delivery 
Systems.” A goal of this effort, what HHS calls personal-
ized health care, is to target medical practices to individuals 
“based on their specific genetic code in order to provide a 
tailored approach…The goal of personalized health care is to 
improve health outcomes and the health care delivery sys-
tem, as well as the quality of life of patients everywhere”1

An emphasis of this initiative is the use of genomics—
personal, gene-based information—to determine the proper 
drug and dosage for an individual. However, another empha-
sis is on the use of health information technology, in its 
broadest sense, to gather and process data in new ways and 
store key information in patient health records. A key goal of 
personalized health care is to incorporate these two capabili-
ties into evidence-based clinical practice, health outcomes 
evaluations, health care delivery, and research.

A second initiative relevant to personalized health care is the 
U.S. Food and Drug Administration’s Critical Path Initiative.2 
The goal of critical path research is to develop new, pub-
licly available scientific and technical tools, such as assays, 
computer modeling techniques, biomarkers, and clinical 
trial endpoints, that increase the efficiency and efficacy of 
the drug and device development process, resulting in safe 
products that benefit patients. Figure 1 illustrates the Critical 
Path, emphasizing that the development, modification and 
use of scientific and technical tools across these phases of 
development can identify successful products and eliminate 
impending failures more efficiently and earlier in the devel-
opment process. Since safety and lack of effectiveness are 
main causes of failure in product development, tools that will 
make it easier to identify these causes earlier in the process 
will protect subjects, improve return on R&D investment, 
and bring needed treatments to patients sooner. Moreover, it 
means that treatments can be targeted to patients for whom 
it is most efficacious.

Statistical tools for identifying successful treatments

Variability in response to treatment is a common finding in 
clinical trials. Some of this heterogeneity in treatment 
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response may be attributable to unobserved but poten-
tially identifiable factors, such as genetics. Some treatment 
variability may be the result of observed variables that are 
included as covariates in analyses (age, gender, dose, dosing 
schedule or missed doses, comorbidities). Still other com-
ponents of the variability in treatment response may involve 
data that are collected as part of the trial but are not explic-
itly included as covariates in analyses, including baseline 
levels of variables and changes in variables. Finally, treat-
ment response variability could involve contextual variables 
outside of the study (e.g., different standards-of-care across 
countries in a multi-country trial). In the latter two examples, 
the cause of heterogeneity in response must be inferred from 
the data.

In many instances, the heterogeneity can result in an appar-
ent lack of treatment efficacy, as exemplified in the hypo-
thetical study in Figure 2. In this figure, there is a treatment 
group (A) and a placebo group (B). There might be little, if 
any, treatment difference between these two groups.

Figure 2. Placebo-Controlled Trial

However, the investigators 
might hypothesize that a sub-
group of treatment patients 
who were less responsive 
(hypo-responders) was caus-
ing the treatment group (A) to 
have a lower mean treatment 
effect. Factor mixture model-
ling,3,4 a combination of com-
mon factor and latent class 
analysis, can explore patterns 
of means and variances in the 
existing data to uncover this 
group of hypo-responders. 
These methods can be 
used to explore unobserved 

subclass homogeneity within observed population hetero-
geneity. That is, a subset or subsets of patients that exhibit 
within-class homogeneity yet are themselves different from 
the larger class of patients from which they are drawn can 
be examined post hoc to see what variables may account for 
their differentiation from the remaining patients.

In Figure 3, group C represents one of these subsets. Based 
on their lower responses to treatment, they can pull down the 
mean slope of change in the response of group A, so they 
are more similar in treatment response to the placebo group. 
Once identified, these hypo-responders can be pulled out of 
the analyses, allowing a comparison between the remaining 
treatment patients and placebo patients for a more accurate 
assessment of the treatment effect for whom treatment is 
relevant. In addition, the patients in group C can be studied 
to determine their unique characteristics, possibly resulting in 
more specific inclusion/exclusion criteria for subsequent trials.

Figure 3. Latent Subgroup of Hypo-Responders (C)

continued on page 16

Figure 1. �The Critical Path for Medical Product Development (Source: US DHHS, 2004)

Basic 
Research

Prototype 
Design or 
Discovery

Preclinical 
Development

Clinical 
Development

FDA Filing/ 
Approval & 

Launch 
Preparation

Market 
Application

Critical Path

Approval

Time

Tr
ea

tm
en

t R
es

po
ns

e

A

B

Time

Tr
ea

tm
en

t R
es

po
ns

e A

B
C



  F O C U S  O N :      Right Evidence – Right Audience – Right Time

U N I T E D  B I O S O U R C E  C O R P O R A T I O N16

There are two benefits of this approach if it is conducted 
across multiple comparable trials, and these advantages are 
key to the goals of personalized health care and the Criti-
cal Path Initiative. First, characteristics of patients who are 
less responsive to treatment can be catalogued and used 
to inform patients and health care providers of the potential 
for less efficacious treatment. In the case of certain treat-
ments (e.g., oncology), this could prevent some patients from 
receiving treatments that are not efficacious, or even worse, 
potentially harmful. Thus, the benefits for personalized health 
care are apparent using the data from controlled studies. 
Second, and relevant for Critical Path, identifying patients 
who are less likely to respond to treatment can help with 
subsequent trial design. Knowing the approximate propor-
tion of patients who are likely to be less responsive can aid 
in powering a subsequent trial, managing costs for a trial. 
Moreover, there is a potential for reducing the number of 
patients who are more likely to experience adverse events.

Advances in biomedical science, genomics, and statistical 
modeling, coupled with large collections of clinical trial data, 
present opportunities for ever-increasing patient-specific 
health care practices. By using sophisticated methods to 
model individual differences in health states, disease pro-
cesses, responses to treatment and outcomes from interven-
tions, and possible contextual variables, we move closer 
to the objective of “personalized health care” and improv-
ing the effectiveness and safety of medical treatment and 
prevention.

For more information, please contact  
Donald.Stull@unitedbiosource.com or  
Kathy.Wyrwich@unitedbiosource.com.
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UBC’s Evidence-Based 
Methodology Initiative: Working to 
Establishing Guidelines to Assist 
in the Accuracy of Subjective 
Measurements in Clinical Trials
By David Daniel, MD, Senior Vice President & Chief Medical Director, 

Gwyneth Moya, MPH, Research and Publications Manager,  

Catherine Spear, Senior Vice President & General Manager— 

Specialty Clinical Services

Clinician-rated outcomes in clinical trials are associated with 
relatively high error variance in measurement compared to 
objective physiologic measures. This, in turn, contributes 
to the high rate of failure of clinical trials in psychophar-
macology, and other diseases where there is a reliance on 
non-physiologic endpoints for establishing efficacy. Improv-
ing the accuracy and precision of measurement of clinician 
ratings may improve statistical power, reduce sample size 
and improve the success rate of signal detection in clinical 
trials. Efforts to identify, develop and validate methodologies 
designed to standardize the measurement of subjective  
ratings is either scant at best or non-existent at worst.  
As a result, the ability to effectively design, implement  
and analyze clinical studies is handicapped.

Accordingly, the need for a comprehensive, objective and 
ongoing evaluation of existing clinical trial methods as they 
relate to endpoint measurement and accompanying evidence 
is paramount. UBC’s Evidence-Based Methodology Initiative 
(EMI) will produce a comprehensive reference that will iden-
tify the range of methodologies; inventory the evidence asso-
ciated with such methodologies; define the context of such 
evidence so that appropriate assumptions can be developed 
based on the available evidence; and identify the gaps that 
exist regarding available evidence and thus the opportunities 
for continued methodological research. UBC is working with 
the International Society of CNS Drug Development (ISCDD), 
an independent, not-for-profit organization which will direct 
the activities of the Initiative. Representatives from ISCDD 
and UBC will work with thought leaders in academia, indus-
try and relevant associations to make sure that the Initiative 
represents the relevant stakeholders and objectively presents 
evidence on each methodology. By working with a broad 
group of stakeholders, the Initiative will be comprehensive 
and credible.

The initial phase of the Initiative will include the develop-
ment of an ‘Appropriate Use Clinical Trial Methodologies 
Framework’ designed to support industry and optimize 



E V I D E N C E M A T T E R S  •  W W W . U N I T E D B I O S O U R C E . C O M 17

study design, implementation and outcome in diseases 
where there is a reliance on non-physiologic endpoints for 
establishing efficacy. Based on the available information and 
evidence regarding clinical trial methodology, the Framework 
will explore the evidence for and against the effectiveness 
and appropriateness of clinical trial methods for endpoint 
measurement within specific clinical study circumstances. 
The Framework will contribute to the selection and practical 
application of superior methods by facilitating decision- 
making and developing standards regarding clinical trial 
study design, implementation and analysis. Ultimately, the 
Framework is designed to improve the precision of clinical 
data and the success rate of clinical trials that rely on subjec-
tive assessments as pivotal endpoints. As this Framework 
will be comprehensive and credible it can be used for aca-
demics, clinical trialists, regulators and others to help identify 
and evaluate evidence for subjective endpoints.

For more information, please contact  
Gwyneth.Moya@unitedbiosource.com.

Label Strategies to Inform  
Drug Development
By Mike Page, BS, Senior Director, Regulatory Affairs

To understand how labeling fits into the U.S. regulatory pro-
cess, it is worth reviewing the process by which a New Drug 
Application (NDA) is approved. The U.S. Code of Federal 
Regulations states that “FDA will approve an application after 
it determines that the drug meets the statutory standards for 
safety and effectiveness, manufacturing and controls and 
labeling…”1 and that “[L]abeling shall contain a summary  
of the essential scientific information needed for the safe  
and effective use of the drug.”2 In essence, the ultimate 
output of the NDA process can be distilled down to two 
key deliverables: agreed manufacturing criteria and final 
approved labeling.

In the FDA review of formatting of Package Inserts in prepa-
ration for the Physicians Labeling Rule, the FDA acknowl-
edged the critical role of labeling in informing prescribers on 
safe use of medicines. Given that the label is the repository 
for key product information presented in the NDA and the 
label is the basis for communication on a medicinal product, 
definition of a target label could be a useful step in drug 
development. Even before a candidate drug enters clini-
cal development, the sponsor can write the first draft of the 
label, based on the desired end state for the development 
program. Based on an analysis of the intended therapy 
area, the competitive situation, regulatory guidelines and 
market research, critical attributes for the product should 
be established. These could be based on improved efficacy 

and/or safety, dosing convenience, favorable drug interaction 
profile, etc. Once these critical success factors are identified, 
and draft label statements describing them are prepared, a 
clinical development program can be structured to provide 
data to substantiate each claim in the most efficient manner.

The initial human studies are a useful example of how 
target label statements can be used to inform prioritization 
of studies and choice of endpoints. A common differentia-
tor in crowded therapeutic areas is often improved dosing 
convenience to drive improved treatment compliance: oral 
versus intravenous formulations, single daily dosing versus 
three times a day, no food effect versus the need to admin-
ister with food, etc. If dosing is a critical factor, appropriate 
Phase 1 studies can be designed (e.g., food effect study) 
to determine early whether desired label statements can be 
supported. If appropriate human pharmacokinetics are not 
forthcoming, the company still has data in hand at an early 
stage upon which to reconsider the desired product attri-
butes. For example, if oral daily dosing is imperative but the 
drug has low bioavailability or a short half-life, decisions can 
be made on 
reformulation 
or terminating 
development 
and focus-
ing on other 
candidates.

One area 
where clinical 
and commercial imperatives overlap substantially is in the 
description of efficacy outcomes from clinical studies. In 
general, the description of clinical studies is the area which 
receives the most attention in a company’s development of 
product labeling since claims must be supportable from the 
clinical data in the submission. Again, an early understand-
ing of the link between labeling and clinical trial design can 
enhance the ultimate product value greatly. Whether the 
focus is on patient experience through subjective outcomes 
measures or on effective graphical presentation of study 
endpoints, identification of the key value parameters for  
the product will ensure clinical data are presented optimally. 
Even understanding the likely questions from the prescribing 
community can inform the clinical team in understanding 
how endpoints should be presented in the label.

Clinical superiority claims, whether relating to efficacy or 
safety, can garner significant value for a new product. Not 
surprisingly, comparative clinical data is a sensitive topic 
for the FDA and other global regulatory authorities. In the 
U.S., there is specific legislation that describes the evidence 

continued on page 18 
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Label Strategies to Inform  
Drug Development
continued from page 17

needed to claim that a drug is safer or more effective than 
another.3 Superiority labeling is a high hurdle, and therefore, 
clinical studies must be designed appropriately, focusing on 
the specific claims to be supported. Prior to initiating supe-
riority studies, it is highly recommended to engage regula-
tors in order to achieve some level of buy-in to the intended 
program. Companies also need to carefully evaluate the risks 
and complexity of conducting comparative studies (i.e., large 
sample size and implications if study suggests product is not 
superior).

Finally, 
labeling also 
serves as a 
central com-
ponent of risk 
management 
for a product. 
As such, the 
sponsor has 
the opportu-
nity to fine-
tune precau-

tionary statements throughout development as data become 
available. In this way, risk management becomes integral to 
the development program rather than a last-minute consid-
eration before NDA submission or during label negotiation in 
the final days of regulatory review. Increasingly, Risk Evalua-
tion and Mitigation Strategies (REMS) are being required, and 
labeling, such as Medication Guides to inform patients about 
key risks, is a central component of these strategies.

Using labeling as the guide for drug development allows the 
sponsor to focus on the desired end state throughout devel-
opment. Thus, the development program can be targeted 
to unlock the value inherent in the drug candidate and avoid 
wasteful spending gathering unnecessary information.

For more information, please contact  
Mike.Page@unitedbiosource.com.
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Crossroads and Crosshairs:  
New Regulations and Expectations 
for Industry-Sponsored Medical 
Publications 
By Gene Snyder, Divisional Lead, UBC-Envision Group, and  

Thomas Gegeny, Team Lead, Envision Scientific Solutions

In the world of clinical research, an increasing number of 
U.S. government regulations are driving not only how trials 
are registered and conducted, but also how the data are 
disseminated. For example, in early 2008, the NIH Public 
Access Policy1 required all scientists funded by the National 
Institutes of Health (NIH) to submit their peer-reviewed  
manuscripts resulting from NIH-funded research to the  
open-access digital archive PubMed Central. Numerous  
journals since have had to modify copyright transfer agree-
ments or otherwise make arrangements to allow for this to 
happen in accordance with U.S. law.

Clinical trials are now routinely registered with the Clini-
calTrials.gov database online,2 which was created as part 
of several initiatives called for under the Food and Drug 
Administration (FDA) Modernization Act of 1997. The regis-
tration of clinical trials, whether sponsored by the NIH, other 
federal agencies, or private industry, is becoming routine 
practice, and numerous journals now require the trials be 
registered and the unique identifier (NCT number) listed as 
part of manuscript submission. Indeed, a growing number of 
citations in PubMed/MEDLINE now list NCT numbers in their 
abstracts, which facilitates the connection between informa-
tion on trials themselves and the results published in the 
medical literature.

Further to this effort has been additional legislation in the 
form of the Prescription Drug User Fee Act/Medical Device 
User Fee and Modernization Act (PDUFA/MDUFMA), which 
are part of the FDA Amendments Act (Public Law no. 110-85) 
of 2007. The legislation, which is slated for full enactment 
in 2010, mandates that all clinical trials (except for Phase I 
studies) be registered through ClinicalTrials.gov and that 
results from all applicable trials of an approved drug product 
be posted online in a searchable, public database (likely an 
expansion of the existing ClinicalTrials.gov) within one year 
of estimated or actual trial completion date (defined as last 
patient visit). The results will be submitted using a basic tem-
plate that will not include discussion or interpretation. This 
will place an imperative on proactive planning to acceler-
ate publication of trial results to avoid data being first seen 
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outside of a peer-review scientific publication context and 
potentially subject to misinterpretation.

In parallel to these developments, scientific publications 
have seen a steady trend toward increasing transparency 
and disclosure of financial or other potential conflicts of 
interest. Most journals have specific requirements of authors 
and contributors in this regard, largely following or adopt-
ing guidelines developed by the International Committee of 
Medical Journal Editors (ICMJE)3 and allied groups such as 
the Council of Science Editors (CSE).4 Much of this trend is 
owing to the role of industry in conducting clinical research. 
In particular, the issue of authorship has been a primary 
focus, given several widely publicized reports of company-
funded, “ghostwritten” publications.5,6 However, these exam-
ples have been primarily historical and not representative 
of current publication practices, which have rapidly evolved 
across numerous academic centers and companies in the 
past decade with the development of key guidance such as 
Good Publication Practice7 for pharmaceutical companies 
and authorship criteria from ICMJE (see table).

As these developments illustrate, clinical research and the 
dissemination of its results continue to become ever more 
collaborative and interdisciplinary. Thus, the complexities of 
defining individual contributions grow. More traditional aca-
demic or corporate models that assign authorship or attribu-
tion based on seniority and status, or that emphasize team 
effort over individual contributions, will become less practical 
in the current scientific publications environment. However, 
greater clarification has been achieved concerning key con-
tributions to a manuscript that do not qualify individuals as 
authors. A multitude of journals and several organizations8-10 
now support the routine acknowledgment or disclosure of 

such contributions as statistical support, expert consultation, 
and professional medical writing or editorial support. In addi-
tion, groups such as the International Society for Medical 
Publication Professionals (ISMPP) and the American Medical 
Writers Association (AMWA) continue to advance and com-
municate best practices and ethical principles for writers and 
other professionals involved in medical publications.

While recent changes have implications across a spectrum of 
research environments, industry-sponsored clinical research 
has been put in the crosshairs. How do we get to the cross-
roads? To meet the regulatory requirements for conduct-
ing and reporting research, while maintaining high ethical 
standards, pharmaceutical and biotechnology companies 
must develop and maintain comprehensive data disclosure 
and publications policies, and more importantly, institute 
procedures to guarantee compliance and demonstrate 
transparency at every stage of a publication’s development. 
Documenting in one central place all key author correspon-
dence and direction, meeting notes, input from draft reviews, 
publication versions and timelines is critically important.

Achieving compliance and transparency has become 
considerably challenging given the variety and geographic 
distribution of various contributors (investigators, company 
medical team members, agency support, etc.), as well as 
the increased resources required. Such resources may not 
be available within an academic center or a company, so 
specialized groups such as clinical research organizations 
and publications planning agencies have become even more 
important for legitimately navigating the complexities of data 
dissemination requirements and assisting with the work that 
clinical trials require in order to publish results in a timely 
manner.

Good Publication Practice (GPP) ICMJE Authorship Criteria

 �Authors/contributors determine publication content 
and retain responsibility for it.

 �Medical writer begins draft after consultation and 
discussion with named authors.

 �Adequate time is given for author comment.

 �Writer remains in close contact with authors.

 �Authors approve final version before it is submitted.

 �Lead author is responsible for submitting piece to  
the journal and acting as the primary contact.

 �Contribution of the medical writer is acknowledged.

All 3 of the following criteria must be met:

1. �Substantial contributions to conception and design, or acquisition of 
data, or analysis and interpretation of data.

2. �Drafting the article or revising it critically for important intellectual 
content.

3. �Final approval of the version to be published.

Note: “All contributors who do not meet the criteria for authorship should be  
listed in an acknowledgments section.” 

 �People who provided technical help, writing assistance, etc.

 �Supervisor or department chair who  
provided general support.

continued on page 20
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Gene Snyder is the President, International Society for  
Medical Publication Professionals (ISMPP) and Thomas 
Gegeny is the President-Elect, American Medical Writers 
Association (AMWA).

For more information, please contact  
Gene.Snyder@UBC-EnvisionGroup.com or  
Thomas.Gegeny@envisionscisols.com.

References
1National Institutes of Public Health Access. http://publicaccess.
nih.gov. Accessed March 31, 2009.

2ClinicalTrials.gov. http://www.clinicaltrials.gov/ct2/info/about. 
Accessed March 30, 2009.

3International Committee of Medical Journal Editors. http://www.
icmje.org. Accessed March 31, 2009.

4Council of Science Editors. http://www.councilscienceeditors.org/
editorial_policies/white_paper.cfm. Accessed March 31, 2009.

5Ross JS, Hill KP, Egilman DS, and Krumholz HM. Guest Author-
ship and Ghostwriting in Publications Related to Rofecoxib: A 
Case Study of Industry Documents From Rofecoxib Litigation. 
JAMA 2008; 299(15):1800–1812.

6Wilson D. Wyeth’s Use of Medical Ghostwriters Questioned. 
New York Times December 13, 2008. http://www.nytimes.
com/2008/12/13/business/13wyeth.html.

7Good Publication Practice. http://www.gpp-guidelines.org.  
Accessed April 1, 2009.

8The World Association of Medical Editors. http://www.wame.org. 
Accessed March 30, 2009.

9Norris R, Bowman A, Fagan JM, Gallagher ER, Geraci AB, 
Gertel A, Hirsch L, Ross PD, Stossel TP, Veitch K, Woods 
D. International Society for Medical Publication Profession-
als (ISMPP) Position Statement: The Role of the Professional 
Medical Writer. Current Medical Research and Opinion 2007; 
23(8):1837–1840.

10Hamilton CW, Royer MG for the AMWA 2002 Task Force on 
the Contributions of Medical Writers to Scientific Publications. 
AMWA Position Statement on the Contributions of Medical Writ-
ers to Scientific Publications. AMWA Journal 2003; 18:13-16.

FDA Issues Proposed Rule on 
Pregnancy and Lactation Labeling
By Kim Maguire, BS, Clinical Program Director

In May 2008, the U.S. Food and Drug Administration (FDA) 
proposed a new rule to significantly revise the format and 
content requirements for the pregnancy and lactation sec-
tions of professional labeling for human prescription drug 
and biological products.

The proposed label changes were formulated over the past 
ten years through FDA public meetings, focus groups, and 

outreach efforts to obtain comment on the current label-
ing from health care professionals and scientific experts. 
Although the FDA implemented a significant revision to 
labeling format and content regulations in January 2006 
with the Physician Labeling Rule (PLR), substantive revi-
sions were not made to the subsections on pregnancy, labor 
and delivery, and nursing mothers. According to Dr. Sandra 
Kweder, MD, Deputy Director with the Center for Drug Evalu-
ation and Research’s Office of New Drugs, the subsections 
were carved out of the 2006 label revisions because “it was 
going to require some unique considerations.” Dr. Kweder 
describes the new rule for pregnancy and lactation labeling 
as the last piece of the PLR.1 

Frequently, there is little information available about the 
effects of using a prescription drug during pregnancy or 
while breast-feeding, and what information is there often 
becomes available only after a product is approved and mar-
keted. Information is often scattered in the medical literature 
and does not get incorporated into labeling. The proposed 
rule would provide available scientific data and information—
in a clear and accessible format—about the use of drugs by 
pregnant and nursing women. The new labeling format will 
include a risk summary and information about available data 
on use of the drug during pregnancy and while breastfeeding 
to help health care providers counsel pregnant women, nurs-
ing women, and all women of reproductive age about the use 
of prescription drugs and biologics.

Currently, drug and biologic labels utilize a letter category 
system (A, B, C, D, or X) to describe the risks of drug use 
during pregnancy. This system was established, and has 
been unchanged, since 1979. An FDA Hearing on the Preg-
nancy Labeling Categories produced stakeholder feedback 
suggesting the categories may mislead health care providers 
(and the women they counsel) to believe that risk increases 
from category A to B to C to D to X. In fact, that is not the 
case, because Categories C, D, and X are based not just 
on risk, but risk weighed against benefit. That means that a 
drug in categories C or D may pose risks similar to a drug in 
Category X, but the benefits are felt to outweigh the risks in 
categories C and D. In addition, the categories do not always 
distinguish between risks based on human versus animal 
data findings or between differences in frequency, severity, 
and type of fetal developmental toxicities.2

Among the major changes in the proposed rule will be the 
elimination of the letter category system.3 The FDA believes 
that “a narrative structure for pregnancy labeling is best able 
to capture and convey the potential risks of drug expo-
sure based on animal or human data, or both.” The newly 
designed format for the pregnancy section of the labeling 

Crossroads and Crosshairs
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would have three sections; Fetal Risk Summary, Clinical 
Considerations, and Data.4 

The first section, “Fetal Risk Summary,” would describe what 
is known about the effects of the drug on the fetus, and if 
there is a risk, whether this risk is based on information from 
animals or humans. The proposal calls for a risk conclu-
sion based on the available data and provides a number of 
examples depending on the quality and quantity of that data.

The “Clinical Considerations” section would include infor-
mation about the effects of the use of the drug if it is taken 
before a woman knows she is pregnant. This section also 
would feature discussions about the risks of the disease to 
the mother and the baby, dosing information, and tell how to 
address complications.

The third section, under the heading “Data,” would describe 
in more detail the available data regarding use of the drug in 
humans and from animal studies that were used to develop 
the Fetal Risk Summary.

The lactation (breastfeeding) section of prescription drug 
labeling would use the same format as the pregnancy sec-
tion. The lactation section would provide information about 
using the drug while breastfeeding, such as the amount of 
drug in breast milk and potential effects on the breastfed 
infant.

Though the rule does not mandate manufacturers to con-
duct new studies, it does state that, if there is a pregnancy 
exposure registry for the drug, the telephone number or other 
information needed to enroll in the registry or to obtain infor-
mation about the registry must be stated at the beginning of 
the “Pregnancy” subsection of labeling. The FDA believes 
that placing this information in a position of prominence in 
prescription drug labeling may encourage participation in 
pregnancy registries by making it easier for health care pro-
viders and their patients to learn of pregnancy registries and 
the means to contact them.5

Comments for the proposed rule were due at the end of 
August, 2008. When the final rule is published, anticipated 
no earlier than June 30, 2010, the letter categories would 
be removed from the labeling for all drugs. The new content 
requirements of the proposed rule would apply to all applica-
tions required to comply with the FDA’s Physician Labeling 
Rule, which went into effect on June 30, 2006. All previously 
approved drugs will ultimately comply within five years of 
the rule’s publish date, according to a phasing schedule 
described in the proposal.

The prescription drug label is a communication tool—it is the 
place to clearly convey what is known about the safe and 

effective use of a drug in various populations. With develop-
ment and implementation of the PLR, the FDA transformed 
the prescription drug label into a better communication tool 
in which information is better organized, clearly presented, 
and more easily located. The Proposed Rule for Pregnancy 
and Lactation Labeling is the final piece of PLR, creating a 
detailed and defined framework in which to present what is 
and is not known about the use of drugs during pregnancy 
and breastfeeding.6

For more information, please contact  
Kim.Maguire@unitedbiosource.com.
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Effective Planning and Conduct 
of Data Monitoring Committee 
Meetings 
By Ben Price, BA, Contracts Manager

Data Monitoring Committees (DMCs), also know as Data 
Safety Monitoring Boards, serve a valuable role in the overall 
monitoring of safety, validity and scientific merit of clinical 
trials. The Food and Drug Administration (FDA), World Health 
Organization (WHO) and the European Medicines Agency 
(EMEA) have provided guidance documents on the necessity, 
makeup and roles of DMCs. The effectiveness with which 
the meetings are conducted is dependent on varied func-
tions within the sponsor organization, or its designee. In this 
article, we touch on key points of consideration in conduct-
ing efficient and productive DMC meetings.

continued on page 22
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Identifying DMC Size and Makeup—While DMCs may 
have as few as three members, determining the correct size 
and makeup of the Committee is a contributing factor to its 
effectiveness. We believe that DMCs should have as few 
members as required to make appropriate and sound deci-
sions. This allows the sponsor to better accommodate the 
challenging schedules of the experts on the Committee.

It is also important to understand the therapeutic exper-
tise required for the Committee. For example, a particular 
therapy may be under evaluation to treat a CNS indication, 
but a safety concern may be cardiac events or liver function. 
Therefore, it may be necessary to have experts in each clini-
cal specialty participate on the Committee.

Selecting the 
Appropriate 
Members—
Selecting clini-
cians, biostat-
isticians and 
other appropri-
ate experts to 
serve on DMCs 

should not be based on expertise alone. The personality 
of DMC members should also be of some consideration. 
We recommend reaching out to experts within your orga-
nization, investigators participating in the trial (who should 
not be DMC members) and the DMC Chair for personal 
recommendations.

Once a member has been identified, there should be a 
thorough assessment of potential conflicts of interest. The 
primary conflict to be aware of is financial interest in the 
sponsor, or a sponsor of a competing product. While con-
flicts may be unavoidable, firms should have strategies in 
place to manage and mitigate them.

The role that the DMC Chairperson plays in the effectiveness 
of a DMC cannot be understated. The Chair plays several 
roles in his/her position—subject matter expert, facilita-
tor, negotiator and active listener are just a few. In addition, 
Chairs should be experts in the conduct of DMCs them-
selves to help ensure that the Committee focuses on their 
charge as set forth by the DMC Charter.

Effective DMC meetings can be defined by how well the 
DMC adheres to the Charter. The Charter should describe 

the scope, roles and responsibilities, and the data to be 
reviewed by the Committee. The Charter can also dictate the 
way that confidential information is to be handled and can 
address how conflicts of interest will be managed.

Optimal management of ongoing DMC meetings hinges 
largely on coordination efforts and the dissemination of  
data. It is recommended that an independent service pro-
vider generate the data reports for the DMC meetings, miti-
gating risk of any unblinding to the sponsor. The independent 
statistician should have a thorough knowledge of the study 
design and output in order to be able to answer Committee-
generated questions, as well as understand Committee-
requested adjustments to the output and drive their imple-
mentation. There is always a balance of data cleanliness 
versus timeliness that is managed by the independent data 
group. DMC output should always be validated, and enough 
lead time should exist between the transfer of raw data to 
the independent data group and the meeting.

It can be difficult to schedule DMC meetings. As stated, 
the expertise required from a member often comes with a 
demand on their time. It is important to identify any potential 
scheduling issues with sufficient lead time to address them 
effectively. Persistence and patience are key, and they  
can be aided by technology, such as a DMC web site or 
portal to serve as a central location for document distribution 
and communication. It can also serve as a valuable loca-
tion to keep members abreast of the study status between 
meetings.

Overall, the effective conduct of DMC meetings is dependent 
on multiple parties, both within the sponsor and its designee 
and on the Committee. Possessing strong guidance docu-
ments, both organizationally (Standard Operating Proce-
dures—SOPs) and study-specific (Charter), coupled with 
experienced scientific and coordinating personnel, provides 
a sound baseline to start.

For more information, please contact  
Ben.Price@unitedbiosource.com.

Effective Planning and Conduct
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SCIENCE & POLICY OPINIONNEWS BRIEFS

Ingela Wiklund, PhD, Joins UBC’s 
European Staff

Dr. Ingela Wiklund has joined UBC’s 
European staff as a Senior Research 
Leader located in Gothenburg, 
Sweden and London, UK. She 
brings over 17 years of experience in 
quantitative and qualitative analy-
ses, patient-reported outcomes and 
strategic thinking to UBC’s Center 
for Health Outcomes Research. She 
is an international leader in the field 

of outcomes research and is an exceptional and key addition 
to our European staff.

As the Director of Patient Reported Outcomes for Glaxo-
SmithKline’s Global Health Outcomes division, Dr. Wiklund 
was responsible for overseeing the quality and scientific 
standards of PRO deliverables and understanding regulatory 
criteria for multiple countries. She created a PRO database 
that included FDA responses, PRO dossiers, Guidance  
documents, and e-PROs, ensuring that GSK was at the fore-
front of PRO expertise. Dr. Wiklund was previously the Global 
Director, Outcomes Research for AstraZeneca R&D Mölndal 
and developed a range of outcomes measures for products, 
strengthening the outcomes research network across  
company locations and leading novel methods initiatives.

Dr. Wiklund received her Doctorate degree in Rehabilita-
tion Medicine and her Master’s degree in Psychology from 
the University of Gothenburg, Sweden. She has over 200 
peer-reviewed publications and has presented at numerous 
industry conferences around the world.

Robert M.A. Thwaites, MA, MCom, 
Joins UBC as Senior Executive 
Director, Europe

Robert Thwaites is the new Senior 
Executive Director, Europe and a 
Senior Scientist for UBC’s Health 
Care Analytics services in London, 
UK. Mr. Thwaites brings extensive 
experience in health outcomes 
research, database analysis and 
scientific and strategic planning to 
UBC. Along with his operational and 
leadership skills, this experience 

further strengthens UBC’s management team and its ability 
to provide comprehensive strategic solutions to our clients.

Having spent many years with GlaxoSmithKline leading 
groups across Research & Development, most recently the 
team for in-licensing and analyzing patient data, but also 
health outcomes and market support groups in the UK and 
the US, Mr. Thwaites understands the client’s perspective 
and needs in identifying the evidence to support product 
development and communication. His experience as a man-
agement consultant with McKinsey & Co. and as an industry 
economist adds to his overall understanding of the health 
care industry from a global perspective.

Mr. Thwaites received his Master’s degree in economics from 
the University of Cambridge and his Master’s of Commerce 
degree from the University of New South Wales.

SAS Book Wins Award
In April 2008, Carol Matthews, Senior Director of Clinical 
Programming at United BioSource Corporation, co-authored 
Validating Clinical Trial Data Reporting with SAS®. In the fall 
of 2008, SAS Press submitted three books to the Society for 
Technical Communications, Carolina Chapter: Technical Pub-
lications Competition. Validating Clinical Trial Data Report-
ing with SAS® won an Award of Excellence. The Technical 
Publications Committee presented the awards at the March 
19th Awards Banquet held at Prestonwood Country Club in 
Cary, NC.

Validating Clinical Trial Data Reporting with SAS® is designed 
for SAS programmers who are new to the pharmaceutical 
industry, as well as for those seeking a good foundation for 
validation in the SAS programming arena. This indispens-
able guide focuses on validating programs written to support 
the clinical trial process from after the data collection stage 
to generating reports and submitting data and output to the 
Food and Drug Administration (FDA).

Carol is also an instructor at Philadelphia University where 
she teaches SAS Programming for the Pharmaceutical  
Industry courses.

Promotions Announced
The following staff members have been promoted to 
Research Scientists: Patricia van Hanswjick de Jonge, 
PhD, and Noémi Muszbek, BSc, MSc, have been promoted 
to Research Scientists in UBC’s London office.

Steve Blume, MS, has been promoted to a Research  
Scientist in UBC’s Bethesda location.

continued on page 24
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Staff Appointments
 �Dennis A. Revicki, PhD, has been appointed Co-Editor 
in Chief for Quality of Life Research, along with Carolyn 
Schwartz, ScD, with DeltaQuest Foundation. Their term will 
begin June 1, 2009.

 �Jaime Caro, MDCM, FRCPC, FACP, has been named to 
the editorial board of PharmacoEconomics.

A new journal, Health Outcomes Research in Medicine 
(HORM), created as a medium for discussion and debate 
about the principles and substance of health outcomes 
research, will launch its first issue in the second half of 
2009. Published by Elsevier, the journal will be led by 
United BioSource’s own Donald Stull, Jr., PhD, Editor- 
in-Chief.

The journal is committed to providing peer-reviewed 
evidence that advances the field of research in medicine 
and health care by focusing on the overlapping regions of 
patient-reported and clinical outcomes, clinical decision 
making, health policy and comparative effectiveness. The 
goal is to provide evidence of the efficacy of treatments 
and the meaning, cost and/or value of those interventions 
to patients and society.

Dr. Stull, Senior Research Scientist with UBC, will serve 
as Editor-in-Chief of the journal and will be supported by 
three Associate Editors: Olivier Chassany, MD, PhD, for 
Health Outcomes Research; Louis Teischoltz, MD, for 
Clinical Outcomes Research; and Bryan R. Luce, PhD, 
MBA, for Comparative Effectiveness and Health Policy. 
A full editorial board of industry, academic, and consult-
ing professionals from around the globe will support the 
editorial leadership.

Prospective authors should note that the role of Health 
Outcomes Research in Medicine is to encourage and  
disseminate three basic principles: 1) the need for evi-
dence for effective patient care, 2) critical evaluation of 
that evidence, and 3) incorporating clinical judgment  
and patient reports and preferences into decisions about 
treatment and treatment efficacy. This research should 
be rigorous, ethical, theoretically and methodologically 
sound, and valuable to the real world. Moreover, the 
choice of one treatment over another and decisions of 
reimbursement for treatments should be based on solid 
grounds of effectiveness.

“My goal for this journal,” said Dr. Stull, “is to publish 
and encourage research that includes patient-reported 
and clinical outcomes that enhance our understanding of 
health, lead to improvements in medical care, and provide 
an evidence-based platform for making decisions about 
allocating scarce resources.”

Health Outcomes Research in Medicine will publish peer-
reviewed, evidence-based research, reviews, cutting-
edge methodology, and editorial content of interest to 
a broad audience of clinicians, health researchers, and 
policymakers engaged in evidence-based decision mak-
ing that affects health care interventions and outcomes. 
For article submissions or more information about the 
journal, visit http://www.ees.elsevier.com/horm. By May 
1, prospective authors and readers may access www.
healthoutcomesresearch.org.

Elsevier is a world-leading publisher of scientific, tech-
nical and medical information products and services. 
Working in partnership with the global science and health 
communities, Elsevier’s 7,000 employees in over 70 
offices worldwide publish more than 2,000 journals and 
1,900 new books per year, in addition to offering a suite 
of innovative electronic products, such as ScienceDirect, 
MD Consult, Scopus, bibliographic databases, and online 
reference works.

About Elsevier

Elsevier is a global business headquartered in Amster-
dam, The Netherlands and has offices worldwide. 
Elsevier is part of Reed Elsevier Group plc, a world-
leading publisher and information provider. Operat-
ing in the science and medical, legal, education and 
business-to-business sectors, Reed Elsevier provides 
high-quality and flexible information solutions to users, 
with increasing emphasis on the Internet as a means of 
delivery. Reed Elsevier’s ticker symbols are REN (Euron-
ext Amsterdam), REL (London Stock Exchange), RUK 
and ENL (New York Stock Exchange).

New Outcomes Research Journal Established

 �Dr. Caro will also continue to serve on ISPOR’s Short 
Course Development & Quality Assurance Committee  
after his term as Co-Chair ends this June. He has been 
asked to remain on the committee as a Past-Chair until 
June of 2011.

NEWS BRIEFS continued from page 23
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Poster Presentations
Use of Peginterferon Alfa-2B in the Treament of Patients with 
Genotype 1 Hepatitis C: An Economic Analysis Based on the  
Ideal Trial Blume SW, Prasad M, Goh J, Crespi S

The Need for Improved Budget Models Supporting Formulary 
Decisions Ciarametaro M, Gallagher E, Hahn BA

Why Hospital Profitability Should Be a Central Concern for Pricing 
Inpatient Drugs Ciarametaro M, Gallagher E, Hahn BA 

International Congress on Schizophrenia Research 
(ICOSR)
Mar 29–Apr 1 2009, San Diego, CA

Poster Presentation
Contrasting Scoring Patterns of Japanese and Rest of World 
Investigators on the PANSS Daniel D, Bartko J, David J

Joint Conference—49th Cardiovascular Disease 
Epidemiology and Prevention Annual Conference and 
Nutrition, Physical Activity and Metabolism Conference
Mar 10–Mar 14 2009, Palm Harbor, FL, USA

Poster Presentations
The Impact of Drug-Related Side-Effects on Persistence with 
Amiodarone or Sotalol in the Management of Atrial Fibrillation: An 
Exploratory Analysis Ishak KJ, Proskorovsky I, Guo S, Lin J, Caro JJ

U.S. Budget Impact of Increasing Aspirin Usage for Primary 
Prevention of Cardiovascular Disease Benedict A, Manson SC, Pan 
F, Wittrup-Jensen KU, Fendrick AM

American Association for Geriatric Psychiatry (AAGP) 
2009 Annual Meeting
Mar 5–Mar 8 2009, Honolulu, HI, USA

Poster Presentation
Administration and Scoring Variability Among ADAS-Cog Raters 
Miller D, Bartko J, Connor D

Presentation
Symposium: Screening for Memory Problems and Dementia in 
Clinical Practice Clinically and Ethically Responsible Memory 
Screening Frank L, Ashford W, Mendiondo M, Borson S, Buschke H 

12th International Myeloma Workshop
Feb 26–Mar 1 2009, Washington, DC, USA

Poster Presentation
Addressing Biased Survival Due to Cross-Over in Trials Morgan G, 
Ishak J, Drayson M, Dimopoulos M, Weber D, Augustson B, Child T, 
Knight R, Begum G, Dunn J, Shearer A, Caro J

Recent Presentations

Pharma Pricing & Market Access Outlook  
Europe 2009
Apr 28–May 1 2009, London, UK

Presentations
The Patient’s Perspective in Reimbursement Assessments 
Asha Hareendran, PhD, Sr. Research Scientist, United 
BioSource Corp., London, UK

Using Health Economic Data for Evidence Based Decision 
Making Rob Thwaites, Sr. Executive Director, Europe, United 
BioSource Corp., London, UK

American Academy of Neurology (AAN)  
2009 Annual Meeting
Apr 25–May 2 2009, Seattle, WA, USA

Poster Presentations
Global Prevalence of Chronic Migraine: Results of an Internet-
Based Survey Varon SF, Shah MV, Kawata AK, Wilcox TK, 
Manack A

Comparison of Sociodemographic Characteristics of Persons 
with Chronic Migraine (CM) versus Episodic Migraine (EM) 
Globally Kawata AK, Shah MV; Wilcox TK, Manack A, Varon SF

2009 Quality of Care and Outcomes Research in 
Cardiovascular Disease and Stroke Conference
Apr 23–Apr 25 2009, Washington, DC, USA

Poster Presentations
U.S. Budget Impact of Increasing Aspirin Usage for Primary and 
Secondary Prevention of Cardiovascular Disease Benedict A, 
Manson SC, Pan F, Wittrup-Jensen KU, Fendrick AM

Patient Perception of Flushing Symptoms Improves or Remains 
Stable During Rapid Titration of Niacin, Extended-Release 
Thakkar R, Revicki DA, Davidson MH, Punzi HA, Kawata AK, 
Jiang P, Tian M, Krause S, Padley R

Flushing Does Not Adversely Impact Patient Emotional Well-
Being During Treatment with Niacin, Extended-Release Thakkar 
R, Revicki DA, Davidson MH, Punzi HA, Kawata AK, Jiang P,  
Li D, Krause S 

Academy of Managed Care Pharmacy’s  
21st Annual Meeting & Showcase (AMCP)
Apr 15–Apr 18 2009, Orlando, FL, USA

UBC Accredited as Medidata Rave 
Ready Partner
United BioSource Corporation has been accredited as a 
Medidata Rave Ready Partner under Medidata’s ASPire to 
Win® program.  Rave Ready Partners provide basic Rave 
services, site and user administration, end user training and 
basic reporting and study closeout activities.

For more information, please visit  
http://www.mdsol.com/partnerships/partner_ubc.htm.

UBC Announces New Office in the 
United Kingdom
UBC has opened a third office in the United Kingdom to 
accommodate our growing European staff. This office 
located in Central London will house employees that  
represent UBC’s full suite of evidence-based solutions.

26-28 Hammersmith Grove
London W6 7HA, United Kingdom
Phone: +44 (0)20 8834 0100   Fax: +44 (0)20 8834 0101 

continued on page 26
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Recent Publications
Andrade SE, McPhillips H, Loren D, Raebel MA, 
Lane K, Livingston J, Boudreau DM, Smith DH, 
Davis RL, Willy ME, Platt R. “Antidepressant 
Medication Use and Risk of Persistent 
Pulmonary Hypertension of the Newborn.” 
Pharmacoepidemiol Drug Saf 2009 Mar; 
18(3):246–52.

Arnold LM, Russell IJ, Diri EW, Duan WR, Young 
JP Jr, Sharma U, Martin SA, Barrett JA, Haig 
G. “A 14-Week, Randomized, Double-Blinded, 
Placebo-Controlled Monotherapy Trial of 
Pregabalin in Patients with Fibromyalgia.” J Pain 
2008 Sep; 9(9):792–805. [Epub 2008 Jun 3]

Becker MA, Schumacher HR, Benjamin KL, 
Gorevic P, Greenwald M, Fessel J, Edwards 
L, Kawata AK, Frank L, Waltrip R, Maroli A, 
Huang B, Sundy J. “Quality of Life and Disability 
in Patients with Treatment-Failure Gout.” J 
Rheumatol 2009 Mar 30; [Epub ahead of print]

Brown JS, Kulldorff M, Petronis KR, Reynolds 
R, Chan KA, Davis RL, Graham D, Andrade SE, 
Raebel MA, Herrinton L, Roblin D, Boudreau 
D, Smith D, Gurwitz JH, Gunter MJ, Platt R. 
“Early Adverse Drug Event Signal Detection 
Within Population-Based Health Networks 
Using Sequential Methods: Key Methodologic 
Considerations.” Pharmacoepidemiol Drug Saf 
2009 Mar; 18(3):226–34.

Buchwald H, Estok R, Fahrbach K, Banel D, 
Jensen MD, Pories WJ, Bantle JP, Sledge I. 
“Weight and Type 2 Diabetes After Bariatric 
Surgery: Systematic Review and Meta-Analysis.” 
Am J Med 2009 Mar; 122(3):248–256.e5.

Coons SJ, Gwaltney CJ, Hays RD, Lundy JJ, 
Sloan JA, Revicki DA, Lenderking WR, Cella 
D, Basch E, on behalf of the ISPOR ePRO Task 
Force. “Recommendations on Evidence Needed 
to Support Measurement Equivalence Between 

Electronic and Paper-Based Patient-Reported 
Outcome (PRO) Measures: ISPOR ePRO Good 
Research Practices Task Force Report.” Value 
Health 2008 Nov 11; [Epub ahead of print]

Coyne KS, Kaplan SA, Chapple CR, Sexton 
CC, Kopp ZS, Bush EN, Aiyer LP; EpiLUTS 
Team. “Risk Factors and Comorbid Conditions 
Associated with Lower Urinary Tract Symptoms: 
EpiLUTS.” BJU Int 2009 Apr; 103 Suppl 3:24–32.

Coyne KS, Margolis MK, Thompson C, Kopp 
Z. “Psychometric Equivalence of the OAB-q in 
Danish, German, Polish, Swedish, and Turkish.” 
Value Health 2008 May 16; [Epub ahead of print]

Coyne KS, Matza LS, Brewster-Jordan J. “’We 
have to stop again?!’: The Impact of Overactive 
Bladder on Family Members.” Neurourol Urodyn 
2009 Mar 19 [Epub ahead of print]

Coyne KS, Matza LS, Brewster-Jordan J, 
Thompson C, Bavendam T. “The Psychometric 
Validation of the OAB Family Impact Measure 
(OAB-FIM).” Neurourol Urodyn 2009 Mar 9 [Epub 
ahead of print]

Coyne KS, Sexton CC, Kopp Zs, Luks S, Gross 
A, Irwin D, Milsom I. “Rationale for the Study 
Methods and Design of the Epidemiology of 
Lower Urinary Tract Symptoms (EpiLUTS) Study.” 
BJU Int 2009 Mar 9 [Epub ahead of print]

Coyne KS, Sexton CC, Thompson CL, Milsom I, 
Irwin D, Kopp ZS, Chapple CR, Kaplan S, Tubaro 
A, Aiyer LP, Wein AJ. “The Prevalence of Lower 
Urinary Tract Symptoms (LUTS) in the USA, the 
UK and Sweden: Results from the Epidemiology 
of LUTS (EpiLUTS) Study.” BJU Int 2009 Mar 5 
[Epub ahead of print]

Coyne KS, Wein AJ, Tubaro A, Sexton CC, 
Thompson CL, Kopp ZS, Aiyer LP. “The Burden 
of Lower Urinary Tract Symptoms: Evaluating 
the Effect of LUTS on Health-Related Quality of 

Life, Anxiety and Depressions: EpiLUTS.” BJU Int 
2009 Apr; 103 Suppl 3:4–11.

Crean SM, Michels SL, Moschella K, Reynolds 
MW. “Bovine Thrombin Safety Reporting: An 
Example of Study Design and Publication Bias.”  
J Surg Res; [In Press]

De Cock E, Krueger WA, Sorensen S, Baker 
T, Hardewig J, Duttagupta S, Müller E, Piecyk 
A, Reisinger E, Resch A. “Cost-Effectiveness 
of Linezolid versus Vancomycin in Suspected 
Methicillin-Resistant Staphylococcus Aureus 
Nosocomial Pneumonia in Germany.” Infection 
2009 Mar 9 [Epub ahead of print]

De Cock E, Sorensen S, Levrat F, Besnier 
JM, Dupon M, Guery B, Duttagupta S. “Cost-
effectiveness of Linezolid versus Vancomycin for 
Hospitalized Patients with Complicated Skin and 
Soft-Tissue Infections in France.” Med Mal Infect 
2009 Mar 20 [Epub ahead of print]

Deniz HB, Ward A, Caro JJ, Alvarez P, Sadri H. 
“Cost-Benefit Analysis of Primary Prevention 
of Sudden Cardiac Death with an Implantable 
Cardioverter Defibrillator Versus Amiodarone 
in Canada.” Curr Med Res Opin 2009 Mar; 
25(3):617–626.

Dworkin RH, Turk DC, Revicki DA, Harding G, 
Coyne KS, Peirce-Sandner S, Bhagwat D, Everton 
D, Burke LB, Cowan P, Farrar JT, Hertz S, Max 
MB, Rappaport BA, Melzack R. “Development 
and Initial Validation of an Expanded and 
Revised Version of the Short-Form McGill Pain 
Questionnaire (SF-MPQ-2).” Pain; In Press

Guo S, Bozkaya D, Ward A, O’Brien JA, Ishak 
K, Bennett R, Al-Sabbagh A, Meletiche DM. 
“Treating Relapsing Multiple Sclerosis with 
Subcutaneous versus Intramuscular Interferon-
Beta-1a: Modelling the Clinical and Economic 
Implications.” Pharmacoeconomics 2009; 
27(1):39–53.

The Critical Path Institute
Patient-Reported Outcomes (PRO) Consortium

The Critical Path Institute (C-Path) in cooperation with the U.S. Food and Drug 
Administration (FDA) and the medical products industry has formed a Patient-
Reported Outcomes (PRO) Consortium for the purpose of developing, evaluating 
and qualifying PRO Instruments for use in clinical trials designed to evaluate the 
safety and effectiveness of medical products. In this Consortium, C-Path’s role 
is to serve as a neutral third party that provides overall administrative support 
and oversight. The Director, PRO Consortium, is responsible for the overall man-
agement of the Consortium and establishment of a process for identification, 
prioritization, and development of potential PRO Instruments. Currently twenty 
pharmaceutical/biotechnology companies are members of this consortium.

NEWS BRIEFS continued from page 25
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The Critical Path Institute is 
searching for a full-time  
Director, PRO Consortium.  
Interested parties may contact 
C-Path as follows:

Human Resources
Critical Path Institute
1730 E River Road 
Suite 200
Tucson, AZ 85718
Or email: HR@c-path.org
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Huang IC, Shenkman EA, Leite W, Knapp CA, 
Thompson LA, Revicki DA. “Agreement Was Not 
Found in Adolescents’ Quality of Life Rated by 
Parents and Adolescents.” J Clin Epidemiol 2009 
Mar; 62(3):337–46. [Epub 2008 Oct 1]

Hunt T, Luce BR, Page MJ, Pokrzywinski R. 
“Willingness to Pay for Cancer Prevention.” 
Pharmacoeconomics; [In Press]

Huybrechts KF, Caro JJ, O’Brien 
JA. “Prevention and Management of 
Hyperphosphatemia with Sevelamer in Canada: 
Health and Economic Consequences.” Value 
Health 2008 Jul 18; [Epub ahead of print]

Jarbrink K, Kreif N, Benedict A, Locklear J. 
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 �The funding spigot has opened for Comparative Effectiveness Research (CER)…

As we reported in the last issue, the economic stimulus bill (H.R. 1, or the American Recovery and Reinvestment Act 
of 2009) earmarks $1.1 billion for CER, $700 million of which is designated to the Agency for Healthcare Research and 
Quality [ARHQ] (which in FY09 received $30 million for its entire Effective Health Care Program), $400 million of which 
would be transferred to the National Institute of Health (NIH). Additionally, $400 million is earmarked for the Department 
of Health and Human Services in order to establish the Federal Coordinating Council for Comparative Effectiveness 
Research (which will be made up entirely of government agency officials); $30 million will also go toward a Report to 
Congress on CER priorities, prepared by the Institute of Medicine and due June 30.

 �Stimulus fund recipients are beginning to set research priorities… 

The federal agencies receiving money for comparative effectiveness research are working together and internally to 
prioritize research topics and determine how to best utilize the funding. 

On March 20, the Institute of Medicine (IOM) held a public meeting at which stakeholders made recommendations to 
the IOM’s Committee on CER Priorities (see Dr. Bryan Luce’s contribution on page 2 of this issue). Participants included 
patient advocates, clinical specialty groups, public/private/academic research organizations, industry trade associa-
tions, and others. The IOM had previously issued a questionnaire requesting input for potential therapeutic areas and 
research questions that should be considered high priority. However, as the day progressed, it became clear that a 
majority of presenters believed that the scope of priorities should be broader than simple intervention/intervention 
research. Instead, IOM should recommend that funds be spent on innovative methodologies, infrastructure needs, 
system inefficiencies, and delivery processes. 

The National Institutes of Health are in the process of unveiling their plans for the stimulus money, including a set of  
75 “Highest Priority Challenge Topics” that seek to fund projects including adaptive designs, data and database infra-
structure, and comparative effectiveness studies for drugs, devices, therapies, and alternative medicine. 

On April 3, the National Advisory Council for Healthcare Research and Quality held a public meeting at which it consid-
ered options for utilizing the stimulus money in AHRQ’s existing comparative effectiveness program. Dr. Carolyn Clancy, 
Director of AHRQ, mentioned that they viewed the funds to be an “adrenaline shot” to current programming, as well as 
an opportunity to build “infrastructure and capacity for CER,” such as including under-represented populations in pro-
spective studies, improving methodology, and increasing investment in the translation and dissemination of research.

On April 14, the Federal Coordinating Council for CER held a similar listening session at which the 15-member council 
considered options for the $400 million designated to the discretion of the Secretary. 

And health care reform continues to gain momentum.

As components of a health care reform package gain support and consensus draws near, it remains to be seen whether 
Congress will further legislate how the federal government should invest and oversee comparative effectiveness 
research. It is safe to assume, however, that the comparative effectiveness research debate is far from over. The  
proverbial “policy window” remains wide open and UBC will provide analysis on these changes throughout the year!
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