
 
 
 

 

May 7, 2013 

 

Leslie Kux, Assistant Commissioner for Policy 

Food and Drug Administration 

5630 Fishers Lane  

Room 1061  

Rockville, MD 20852 

 

Re: Docket No. FDA–2013–N–0196, Food and Drug Administration 

Prescription Drug User Fee Act V Benefit-Risk Plan; Request for Comments 

 

Dear Assistant Commissioner Kux,  

 

The National Health Council (NHC) appreciates the opportunity to submit 

comments on the Food and Drug Administration’s (FDA) draft five-year plan to 

further develop and implement a structured framework for benefit-risk 

assessment in the human drug and biologic review process. The NHC supports 

FDA in its efforts to facilitate the balanced consideration of benefits and risks of 

new drugs by more proactively seeking input from patients, among other 

activities.  

 

The NHC is the only organization of its kind that brings together all segments of 

the health community to provide a united voice for the more than 133 million 

people living with chronic diseases and disabilities as well as their family 

caregivers. Made up of more than 100 national health-related organizations and 

businesses, its core membership includes the nation’s leading patient advocacy 

groups, which control its governance. Other members include professional 

societies and membership associations, nonprofit organizations with an interest 

in health, and major pharmaceutical, medical device, biotechnology, and 

insurance companies. 

 

The NHC is deeply committed to promoting the development of new treatments 

that could enable people with chronic diseases or disabilities to live longer, 

healthier, and more robust lives. As such, we enthusiastically support 

mechanisms that would accelerate patient access to treatments for unmet medical 

needs. We believe developing a structured approach for benefit-risk assessments 

that involves patients in characterizing the benefit and risk of new drugs is one 

such mechanism. There is also a need for additional clarity and consistency in 

FDA’s regulatory decision making, which we believe an enhanced benefit-risk 

framework can help address.  
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The FDA’s draft Benefit-Risk Plan is a very positive step in the right direction, and we support 

you as you implement it. We offer three recommendations: 

 

1. Engage all stakeholders throughout the process of formalizing a framework for benefit-

risk assessments; 

2. Seek to improve predictability for product sponsors; and  

3. Create a system for patient engagement beyond the 20 meetings that are being conducted 

as part of FDA’s Patient-Focused Drug Development (PFDD) program.  

 

1. Engage all stakeholders throughout the process of formalizing an enhanced framework 

for benefit-risk assessments  

We appreciate the detail provided in the draft five-year plan on the approach FDA has taken thus 

far to create a benefit-risk framework. We observed that much of the initial work was conducted 

solely with internal FDA staff. While we fully appreciate the need to look internally to review 

past processes, we encourage FDA to engage external stakeholders as FDA moves forward with 

the implementation of a new framework. Creating roles for external stakeholders in FDA’s 

processes will be critical to securing broad stakeholder buy-in for FDA’s efforts. The draft plan 

features the creation of a Benefit-Risk Advisory Group at each center, which is intended to 

provide overall direction on the implementation of a structured benefit-risk assessment, evaluate 

finished benefit-risk frameworks, and review and approve proposed modifications to the benefit-

risk framework. We were surprised to see that, as proposed, the Advisory Group at the Center for 

Drug Evaluation and Research (CDER) would be comprised entirely of FDA leadership. We 

believe a group that is charged with evaluating and modifying the benefit-risk frameworks 

should not be this insular. We urge FDA to establish a role for external stakeholders, particularly 

patients, in these advisory boards or create other opportunities for robust stakeholder 

involvement in the evaluation and refinement of a benefit-risk framework.  

 

2. Seek to improve predictability for product sponsors 

A structured approach to determining benefit-risk would benefit patients by providing 

transparency regarding the factors that inform FDA’s regulatory decision making. In addition, 

such transparency would benefit patients by enhancing predictability for product sponsors, which 

would have a stimulating effect on innovation and potentially accelerate the availability of new 

treatments. As part of the five-year plan, CDER intends to revise the Clinical Review Template 

and the Office and Division Director Summary Memoranda Templates to incorporate structured 

benefit-risk assessment in the drug review process. We urge FDA to seek comments from the 

public on these and other documents that have implications for the drug approval process.  

 

3. Create a system for patient engagement beyond the 20 meetings that are being conducted 

as part of FDA’s Patient-Focused Drug Development (PFDD) program 

The patient community commends FDA on the creation of the PFDD program, through which 

FDA seeks to obtain patient perspectives on the conditions and the currently available therapies 

for a set of disease areas. As FDA considers how to integrate the views of patients regarding 

benefits and risks as well as desired medical outcomes into its processes, we urge FDA to be 

mindful that patient engagement cannot be conducted in isolation and that to be meaningful, the 
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commitment to patient engagement must extend across the agency. In reading the draft plan, we 

were disappointed to see that the role of patients in the development of a benefit-risk framework 

appeared to be minimized. The draft plan, as it stands now, lacks any mention of the role of 

patients in informing the development of FDA’s framework, save for the PFDD program which 

was incorporated at the end of the plan. We encourage FDA to address this oversight in the final 

plan. A step in this direction would be to clearly outline how input from the 20 disease-area 

meetings under PFDD will be incorporated into FDA’s thinking on benefit-risk.  

 

We view the 20 disease-area meetings as an important first step toward enhancing patient 

involvement in FDA’s regulatory decision-making process. To ensure that FDA captures the 

information they need from patients, caregivers, and patient advocates and that the patient 

community provides information to FDA that is comprehensive during each of the 20 meetings, 

the NHC has developed a patient stratification tool to help systematically organize issues and 

stratify patient populations. (See Appendix) We believe this tool can facilitate more productive 

communications between FDA and the patient community.  

 

Finally, we urge FDA to create a systematic approach to integrating patient perspectives 

throughout its processes beyond the 20 disease-area benefit-risk meetings. We believe the patient 

stratification tool we have created has application to broader communications between FDA and 

the patient community. The patient community is eager to partner with FDA. We urge you to not 

only create regular, meaningful, and predictable opportunities for patients to engage with you, 

but also to set expectations for the patient community regarding how those opportunities will 

ultimately inform FDA’s processes.  

 

We would like to thank you for this opportunity to share our comments. Please do not hesitate to 

contact Eric Gascho, our Director of Government Affairs, if you or your staff would like to 

discuss our comments or the patient stratification tool in greater detail. He is reachable by phone 

at 202-973-0545 or via e-mail at egascho@nhcouncil.org. You may also reach me on my direct, 

private line at 202-973-0546 or via e-mail at mweinberg@nhcouncil.org.  

 

 

Sincerely, 

 

 

 

Myrl Weinberg, FASAE, CAE 

Chief Executive Officer 
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Appendix 
 

FDA Benefit-Risk Meeting: Patient Stratification Tool 

 

As prescribed by the Prescription Drug User Fee Act V (PDUFA) reauthorization, the Food and 

Drug Administration (FDA) is developing a framework for conducting benefit-risk (B/R) 

assessments.
1
 To inform its work, FDA will hold 20 public meetings with patients, family 

caregivers, and advocates over the next five years. Each meeting will focus on a different disease 

or condition. The aims of the meetings are to gather patient perspectives on the conditions’ 

impact on quality of life, individual experiences with treatment regimens, and potential outcome 

measures in clinical studies.  

 

Patient Stratification Tool 

 

Goal: To help patient organizations ensure their communications with FDA regarding benefit-

risk is comprehensive and, conversely, to help FDA capture the information they need from 

patients, caregivers, and patient advocates to inform their assessments of benefit-risk 

 

Objective: To provide a way for patient organizations to systematically organize issues, stratify 

their patient population, and identify key topics of focus in preparation for the FDA B/R 

meetings  

 

Rationale for this Tool: Patient populations affected by certain diseases are often very diverse 

and can span a wide array of demographics. Further, treatment options and patient needs often 

vary based on the stage or severity of the disease or condition. Recognizing and communicating 

these differences in patient needs across subpopulations will help FDA better understand the 

varying levels of risk tolerance as well as where additional focus may be needed within a disease 

area or condition. This tool was created to help patient organizations ensure that they provide 

FDA with a comprehensive and inclusive picture of all affected patients of a disease.  

 

How to Use the Tool: 

1) Identify patient subpopulations within a disease area based on age and disease 

progression or severity. Describe the prevalence and impact of the disease within each of 

the subpopulations. Indicate N/A for those that are not applicable. 

2) Describe the number of treatment and management options available for the specific 

subpopulation. 

3) Describe the effectiveness of FDA-approved treatment options, if any, in treating or 

managing the disease for the specific subpopulation.  

4) Describe the safety of current FDA-approved treatment options, if any, as they impact the 

specific subpopulation. 

5) Identify any existing patient-reported outcomes (PROs) and/or propose potential measure 

concepts that would best meet the needs and priorities of the specific subpopulation. 

 

                                                           
1
 Passed as part of the 2012 Food and Drug Administration Safety and Innovation Act (FDASIA) 
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General Guidelines and Criteria for Assessing Subpopulations 

1) Population 2) Availability of 
Treatment and 

Management Options 

3) Effectiveness of 
Available Treatment 

and Management 
Options 

4) Safety of Available 
Treatment and 

Management Options 

5) Potential Patient-
Reported Outcomes Subpopulations 

Description of  
Disease Impact 
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Disease State 
and/or Stage 

Describe the impact of the 
disease on the specific 
subpopulation. 

Describe the number of 
treatment and 
management options 
available for the specific 
subpopulation. 

Describe the 
effectiveness of FDA-
approved treatment 
options, if any, in treating 
or managing the disease 
for the specific 
subpopulation. 

Describe the safety of 
current FDA-approved 
treatment options, if any, 
as it impacts the specific 
subpopulation. 

Identify any existing 
patient-reported 
outcomes (PROs) and/or 
propose potential 
measure concepts that 
would best meet the 
needs and priorities of 
the specific 
subpopulation. 
 

Categories include: 

 Mild 

 Moderate 

 Severe 

 End-of-Life 

Potential considerations 
include: 

 What is the incidence of the 
disease (how many people 
are diagnosed with the 
disease annually)? 

  What is the prevalence of 
the disease (how many 
people are living with the 
disease)? 

 What are the mortality rates 
of the disease? 

 How does the disease 
impact differ across various 
groups within these 
subpopulations (e.g., 
racial/ethnic groups)? 

Potential considerations 
include: 

  How many FDA-
approved treatment 
and/or management 
options are available for 
the subpopulation? 

 What are the available 
FDA-approved 
treatment or 
management options?  

 What is actual patient 
use of these available 
options, based on 
prescribing behavior? 

 

Potential considerations 
include:  

 Do the treatment or 
management options 
relieve symptoms, 
slow/modify disease, or 
cure/prevent disease? 

 How well do the options 
work within the 
subpopulation? 

 Is there heterogeneity 
in treatment effect (in 
other words, do 
different patients 
respond differently to 
the same treatment)? 

Potential considerations 
include: 

 Do the available 
treatment options have 
a lot of side effects? 

 What are the side 
effects (e.g., are they 
mild, toxic, etc.)?  

 What is the impact of 
these side effects on 
quality of life? 

Potential considerations 
include: 
Are there existing or 
potential measures that 
would appropriately 
assess various aspects 
the following: 

 Symptoms  

 Function (e.g., ability to 
complete activities of 
daily living) 

 Quality of life 

 General health status 

 

 

 

http://en.wikipedia.org/wiki/Quality_of_life
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Assessing Subpopulations of Patients Diagnosed with ______________________________________________ (Page 1 of 2) 

1) Population 2) Availability of 
Treatment and 

Management Options 

3) Effectiveness of 
Available Treatment and 

Management Options 

4) Safety of Available 
Treatment and 

Management Options 

5) Potential Patient-
Reported Outcomes Subpopulations Description of Disease Impact 
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End-of-Life 
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Assessing Subpopulations of Patients Diagnosed with ______________________________________________ (Page 2 of 2) 

1) Population 2) Availability of 
Treatment and 

Management Options 

3) Effectiveness of 
Available Treatment and 

Management Options 

4) Safety of Available 
Treatment and 

Management Options 

5) Potential Patient-
Reported Outcomes Subpopulations Description of Disease Impact 
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Mild 
    

 

Moderate 
    

 

Severe 
    

 

End-of-Life 
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Definition of Terms 

Child: Individuals under 18 years of age 

Adult: Individuals 18 to 64 years of age 

Elderly Adult: individuals 65 years of age and older 

Mild: Disease or condition that does not interfere with daily activities 

Moderate: Disease or condition that causes some limitations in daily activities 

Severe: Disease or condition that has advanced beyond early stages or significantly impacts 

daily activities 

End-of-Life: The health state of a patient in the end stages of a disease or condition 

Treatment Options: Therapeutic options to treat a disease or condition with the goal of curing, 

slowing, or relieving symptoms of that disease or condition  

Management Options: Therapeutic or non-therapeutic options to manage the symptoms and/or 

progression of a disease but not necessarily with a goal of curing that disease or condition 

 

 
Glossary 

 

Incidence: The number of newly diagnosed cases of a disease during a given period of time
1
 

Prevalence: Total number of cases of disease existing in a population
2
 

Mortality Rate: The number of deaths due to a disease divided by the total population
3
 

Effectiveness: The drug or therapeutic treatment has been shown in clinical trials to have 

clinically significant results
4,5

 

Heterogeneity: Refers to the phenomenon that people may respond differently to the same 

treatment
6
 

Toxicity: The degree to which a medicine is poisonous; how much of a medicine can be taken 

before it has a toxic effect
7
 

Safety: Therapeutic option is determined to be safe based on clinical trials in that the benefits 

outweigh risks
8
 

 

 

 

                                                           
1
 http://www.health.ny.gov/diseases/chronic/basicstat.htm 

2
 http://www.health.ny.gov/diseases/chronic/basicstat.htm 

3
 http://www.health.ny.gov/diseases/chronic/basicstat.htm 

4
 http://www.fda.gov/downloads/Drugs/.../Guidances/ucm078749.pdf 

5
 http://www.stanford.edu/group/biodesign/regulatory/materials/safety_slides.pdf 

6
 http://pcori.org/assets/MethodologyReport-Comment.pdf 

7
 http://www.medterms.com/script/main/art.asp?articlekey=34093 

8
 http://www.stanford.edu/group/biodesign/regulatory/materials/safety_slides.pdf 

http://www.health.ny.gov/diseases/chronic/basicstat.htm
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http://www.fda.gov/downloads/Drugs/.../Guidances/ucm078749.pdf
http://www.stanford.edu/group/biodesign/regulatory/materials/safety_slides.pdf
http://pcori.org/assets/MethodologyReport-Comment.pdf
http://www.medterms.com/script/main/art.asp?articlekey=34093
http://www.stanford.edu/group/biodesign/regulatory/materials/safety_slides.pdf

