Stakeholder Meeting on PDUFA V Reauthorization
January 11, 2011, 2:00 – 5:00 PM
Hubert H. Humphrey Building, Washington, D.C.
Room 800
Purpose
To discuss FDA’s conduct of post-market epidemiology initiatives in PDUFA IV and PDUFA V proposals
related to development of drugs for rare diseases, benefit-risk and patient-focused drug development,
and biomarkers and pharmacogenomics.
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The following topics were discussed at the January 11 stakeholder meeting:
Post-Market Epidemiology Initiatives
FDA discussed the agency’s ongoing efforts in post-market safety and pharmacoepidemiology during
PDUFA IV. FDA conducts feasibility studies to determine if a sufficient number of patients have been
exposed to a drug and if it is possible to ascertain outcomes in any given database. In-depth formal
epidemiologic studies are then conducted to assess risks and/or risk factors associated with a drug and
outcome. From 2008 to mid-2010, FDA launched 27 feasibility studies and 28 in-depth studies. FDA
noted that PDUFA IV commitments allowed for expanded database and staff capacity including the
establishment of federal partnerships to conduct this work.
Development of Drugs for Rare Diseases
FDA discussed the development of drugs for rare diseases and the recently established Rare Diseases
Program in CDER’s Office of New Drugs. The program was established due to the growing number of
drug applications for rare diseases and the difficulty in developing drugs for rare diseases where few
patients are available for study and the natural history of the disease is not well understood. FDA stated
that during the 2008-2010 period, 30-40% of new molecular entity approvals were of drugs for rare
diseases. The program focuses on regulatory science, scientific development, external (scientific
investigator) and internal training, and communication. The proposal to address rare diseases in PDUFA
V includes development of a staffing and implementation plan, guidance and policy development, a
public meeting regarding clinical development complexity, staff training, and development of an
evaluation tool for the program.
Benefit-Risk and Patient-Focused Drug Development
FDA discussed the proposal to develop an enhanced structured approach to benefit-risk assessment and
communication that would include a series of public workshops throughout PDUFA V for obtaining
patient and other stakeholder perspectives to better establish the clinical context for certain therapeutic
areas. FDA stated that its assessment of benefits and risks is a qualitative approach that is grounded in

quantification of various data elements. FDA also noted that the evaluation of benefits and risks evolves
over time as new information emerges after a product is marketed. The agency further stated that the
proposal to engage the patient perspective to obtain a clearer understanding of patients’ views on a
disease area and the adequacy of the existing treatment armamentarium for that disease would yield
valuable information to help inform review decisions. The proposal for patient-focused drug
development would provide resources to support additional program staff in order to expand activities
dedicated to eliciting patient input; convene meetings with review divisions and relevant patient
advocates; and hold public workshops focusing on diseases areas and unmet need.
Biomarkers and Pharmacogenomics
FDA discussed the use of biomarkers and pharmacogenomics in drug development and regulatory
decision making. Through increased development and utilization, biomarkers have the potential to
streamline medical decision-making by reducing reliance on a trial-and-error approach that may lead to
poor patient response to therapies, patient dissatisfaction, non-compliance, and poor outcomes. FDA
explained that a biomarker qualification is the conclusion that a biomarker measurement can be relied
upon to have a stated interpretation and value within a stated context of use. Once qualified, all review
divisions must accept that determination which improves the efficiency of the drug review process. The
agency stated that its biomarker and pharmacogenomic workload has increased, with 56, 139, and 210
submissions reviewed in 2008, 2009, and 2010, respectively. FDA also noted that as pharmacogenomics
has increasingly become a part of drug review, the agency has published several guidances on this topic,
such as a recent guidance on the context, structure, and format of biomarker qualification submissions.
The proposal to address the increased use of biomarkers and pharmacogenomics in PDUFA V would
provide additional resources to review the increasing number of applications with a biomarker
component, review biomarker qualification submissions that are not currently part of normal application
review, develop additional guidances, and conduct meetings with sponsors on the use of biomarkers in
development programs.
Input from the Patient, Consumer and Public Health Coalition
The Patient, Consumer and Public Health Coalition is comprised of Consumers Union, the National
Research Center for Women and Families/Cancer Prevention and Treatment Fund, the National
Women’s Health Network, and the Union of Concerned Scientists/Scientific Integrity Program. This
Coalition submitted a document to FDA outlining proposals to address its concerns. The PDUFA
Stakeholder meeting on January 11 reserved time for presentation and discussion of the areas identified
in the Coalition document. In making its presentation, the Coalition noted that many of its concerns and
suggestions were addressed by the discussions during this January 11 meeting. The Coalition offered
additional suggestions for consideration:
•
•
•

•

•

Ensure that the Sentinel Initiative is sufficiently funded in PDUFA V with the capacity to query
databases and to utilize electronic health records and e-prescribing
A 50% preservation of efficacy in a non-inferiority trial is too large; limit efficacy losses in these trials
to 10% of the control drug
Issue guidance to require that meta-analyses be consistent with best practices described in a
forthcoming Institute of Medicine study [Refer to prior stakeholder discussion of the PDUFA V
meta-analysis proposal]
Ensure that FDA maintains flexibility for determining the appropriate REMS components in the
proposal to standardize and integrate Risk Evaluation and Mitigation Strategies (REMS) in the
healthcare system
Encourage stakeholder involvement in consultations on well-defined and reliable patient-reported
outcomes and other endpoints

•

Increase number of foreign clinical research site inspections

The Coalition also discussed its proposal related to off-label prescribing where observational research
would be conducted to determine the safety and efficacy of the practice and to inform regulatory action
(e.g., REMS), if necessary. However, other stakeholders at the meeting expressed concern about
restricting off-label prescribing practices, noting that this is the standard of care for many diseases with
few available approved therapies, particularly rare diseases.
Input from the National Organization for Rare Disorders
The National Organization for Rare Disorders (NORD) stated its support for the proposal to advance
development of drugs for rare diseases.

