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October 182005 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 2085 2 

Re: Critical Path Initiative; Developing Prevention Therapies; Planning of Workshop 
[Docket 2005N-03 11,70 Federal Register, Nos. 148 and 16 1, pages 44660-44662 and 
48962 (August 3,2004 and August 22,2005)] 

Dear Sir/Madam: 

The Pharmaceutical Research and Manufacturers of America (PhRMA) represents the 
country’s leading pharmaceutical research and biotechnology companies, which are 
devoted to inventing medicines that allow patients to live longer, healthier, and more 
productive lives. PhRMA members invested an estimated $38.8 billion in 2004 in 
discovering and developing new medicines. PhRMA companies are leading the way in 
the search for new cures. 

PhRMA believes that encouraging the development of medicines for use in primary 
prevention of disease is also an important public health objective and appreciates very 
much the opportunity to help develop a workshop to address this opportunity through the 
attached comments. We look forward to a continuing partnership with FDA, along with 
other stakeholders, in this endeavor. 

Sincerely, 

CC N. Stanisic 

Pbarmumtica~ Research and Manufiturers of America 
1100 Fifteenth Street, NW, Washington, DC 20005 l Tel: 202-835-3564 l FAX: 202-635-3597 l E-Mail: atill@phrma.org 
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Prevention Worlkshop Proposal 

Background 
Per the 3 August 2005 Federal Register Notice, the FDA seeks to explore both 
the approaches and obstacles to developing drugs, biologics, disease 
biomarkers, medical; devices and vaccines to prevent or reduce illness. In the 
Federal Register notice, FDA noted that the potential topics to be addressed in a 
workshop on prevention therapies are very broad, and for this reason they are 
soliciting input on the key topics that should be discussed. 

PhRMA Perspective 
PhRMA, too, believes the scope is very broad and that a single workshop would 
likely be insufficient to address the breath of issues for this topic. In addition, 
PhRMA believes many of the topics proposed in the Federal Register Notice 
presume agreement and alignment among stakeholders on the importance of 
prevention as a health goal. While PhRMA believes that prevention therapy 
development is critical for the public health, other stakeholders may not share 
this view. 

As such, PhRMA proposes a two-part workshop with the first workshop focused 
on gaining alignment among stakeholders about the importance of the 
development of prevention therapies and to delineate key issues hampering the 
current development of these therapies. A follow-up workshop would then focus 
on the tactical aspects including discussion of specific applications in the 
therapeutics areas identified as having a critical need for prevention therapy 
development. 

Scope Proposal folr Workshop 1 
The scope of the initial workshop should focus on: 

l Evaluating the needs and interests in prevention therapy (drugs, biologics, 
vaccines, etc.) development among stakeholders; 

l Alignment of ,these stakeholders on the key strategic issues in prevention 
drug developlment and identification of opportunities to move the field 
forward; 

l Establishing the collaborative relationships necessary to develop tactical 
approaches to addressing these issues and removing barriers in a 
subsequent workshop. 

Goal of Workshop 1 
If the interest and importance of developing prevention therapies are manifest in 
the workshop proceedings, a successful outcome of the workshop would bring 
about a prioritized ranking of this initiative (i.e., development of prevention 
therapies) under the Critical Path Initiative with a commitment to subsequent 
workshops for action planning and implementation. This commitment should 
reflect the need for collaborative efforts of stakeholders who will work jointly with 
the FDA to effectively address the issues and barriers in prevention 
development. 

Prevention Workshop Proposal 
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Goal of Workshop 2 
The goal of the second workshop is to develop prioritized action plans to address 
issues and barriers in prevention development. Consistent with the Critical Path 
initiative the action plans need to focus on the transition from bench to bedside. 
Thus, engagement of decision makers at the policy level and those in the specific 
therapeutic areas identified as critical needs areas are essential to determining 
high level policy changes and creating disease specific plans. 

Proposed Outline of Workshop 1 

1. DAY 

I. Analysis of Current Environment Related to Development of Prevention 
Therapies 

l Didactic presentations, including at least two perspectives (payor /industry; 
regulatory/ academic research) for the topics outlined below, followed by a 
facilitated panel discussion of various stakeholders are suggested. The panel 
discussion should focus on key questions that will address alignment on 
importance of prevention therapy development. 

l Facilitated Panel Discussion: The panel should consist of decision-makers 
and leaders among the key stakeholders prepared to discuss level of interest 
in prevention therapies development and commitment to tackling issues and 
barriers. Topics are listed below. 

l Illustrative Examples of Stakeholders* to Include: Payors (Government - 
CMS, VA Medical Center Research Area; Private - Kaiser, United Health, 
BCBS), companies involved in preventive care product development, FDA, 
academic: health economist, NIH or other academic clinical developer 

(*Note: As requested in the Federal Register Notice, examples of stakeholders to 
include are being presented in this response. The list is not intended to be all 
inclusive.) 

Topics 

A. Current State and Potential Opportunities 
1. Background on approved treatments for prevention 

b. What is the utilization of current treatments? 

Suwestions for Case Studies: 
A. Current Public Investment: 

Investment relative to total R&D investment, review areas funded publicly 
(NIH/NCI, VA, etc) 

Prevention Workshop Proposal 
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B. Existing Treatments: 
7. Vaccines - regulatory/policy issues public health need driving 

development, regulatory role in development and approval, drug 
utilization, impact on disease burden and economy 

2. Cholesterol/ LDL - lowering - public health need driving development, 
regulatory role in development and approval, drug utilization, impact 
on disease burden and economy 

3. Prevention of Diabetes - (e.g., Metformin in high body mass index 
population) - public health need driving development, regulatory role 
in development and approval, drug utilization, impact on disease 
burden and economics 

4. Others - antihypertensives, prevention of breast cancer (e.g., 
Tamoxifen), osteoporosis prevention 

B. What are the stakeholder interests in developing new prevention therapies? 
1. Public Health Needs and Goals 

a. 

b. 

C. 

What disease areas are in most dire need of development of prevention 
therapies (i.e., biggest public health impact)? 
What are the motivators to support development in these disease states (e.g. 
disease burden measures, evolving science, etc.) 
What are the patients’ and prescribers’ interests in prevention therapies? 

Sucraestion for Case Study: 
Prevention of Cancer- stated public health goals (NCVC-Change/ASCO); 
stakeholder engagement (patients, prescribers, industry, payors) 

2. Lessons Learned that Positively or Negatively Impact Future Research and 
Investment in Prevention Therapies 
a. What examples exist to demonstrate the positive impact of prevention 

therapies? (per FR notice this includes cholesterol lowering agents, 
antihypertensives, aggressive control of blood glucose to reduce long-term 
consequences of diabetes. Additional suggestions include Metformin for 
prevention of Type 2 diabetes) 

b. What attracted development in these areas? (e.g., accepted use of 
surrogates, defining new disease states, health economics models, etc.) 

c. What were the obstacles in developing therapies in these areas? (i.e., bench 
to bedsicle transition, epidemiologic data, role of MOA) 

d. What policy and regulatory issues slowed or accelerated development in 
these areas? (e.g., guidance documents, promotional claims) 

3. What examples exist that create uncertainty in development of prevention 
therapies? (Case Studies: e.g., per FR notice, estrogens for prevention of heart 
disease; colon polyp / cancer prevention; osteoporosis prevention) 
a. What attracted development in these areas? (acceptance of surrogates, 

defining new disease states, health economics models, etc.) 
b. What was learned in these examples? 
c. What policy and regulatory issues slowed or accelerated development in 

these areas? 

Prevention Workshop Proposal 
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II. G a in ing  A l i gnmen t o n  th e  K e y  Issues fo r  S takeho lde rs  
l  Didact ic p r e s e n ta tions  r e p r e s e n tin g  var ious  pe rspec tives  h igh l igh t ing  th e  key 

issues fo r  g i ven  stakeho lde rs  shou ld  p rov ide  a  f ramework  fo r  a  pa i r ed  p a n e l  
d iscussion.  T h e  goa l  o f th e  p a n e l  d iscuss ion is to  ga i n  a l i g n m e n t o f th e  key 
issues m o s t crit ical to  add ress  in  o r d e r  to  improve  d e v e l o p m e n t o f p r e v e n tio n  
the rap ies . 

l  P a n e l  Discuss&: T h e  panel is ts  shou ld  b e  p r e p a r e d  to  assess th e  re lat ive 
impo r ta n c e  o f e a c h  as  a  bar r ie r  to  p r e v e n tio n  research,  d e v e l o p m e n t, a n d  
u ti l ization. T h e  panel is ts  shou ld  c o m e  to  a g r e e m e n t o n  a  pr ior i t izat ion list. T h e  
pr ior i t izat ion list wil l  b e  th e  focus  o f th e  b r e a k o u t sess ion fo r  th e  fo l low ing  day  
act ion p l ann ing . T h e  didact ic a n d  p a n e l  d iscuss ions shou ld  cover  such  top ics  as: 

l  S takeho lde rs  to  inc lude  th o s e  w h o  cou ld  add ress : 
o  B e n e fit/Risk Issues: In d u s try safety a n d  risk m a n a g e m e n t r e p r e s e n ta tive , 

F D A  safety a n d  risk m a n a g e m e n t r e p r e s e n ta tive , N a tiona l  C o n s u m e r  
L e a g u e , F A A  o r  E P A  safety a n d  risk m a n a g e m e n t r e p r e s e n ta tive , 
academic ians  invo lved in  r isk-benef i t  assessment  (e .g ., C E R T S )  

o  R e q u l a torv  a n d  P o licv Issues: F D A  O ffice  o f R e g u l a tory  P o licy, O ffice  o f 
N e w  Drugs , O D E  R e p r e s e n ta tio n , Academic /Research  Institutes, In d u s try 

o  Prescr iber :  M e d ical Associat ions (Amer i can  M e d ical Associat ion,  A S C O , 
Amer i can  D i a b e tes  Associat ion,  Amer i can  H e a r t Associat ion) ,  In d u s try 

o  Hea l th  Economics :  F D A , C M S , In d u s try, Hea l th  Economics ,  Pr ivate 
Payors ,  o th e r  

A . B e n e fit I Risk Issues -  
l  Base l i ne  risk assessment  a n d  use  o f su r roga tes  
l  Imp rov ing  e fficiency  in  safety assessment  a n d  risk c o m m u n i c a tio n  
l  Discuss p rog ress  towa rds  a n  a g r e e d  u p o n  f ramework  fo r  b e n e fit/risk 

assessment  
l  Address  shift f rom shor t  te r m  to  l ong  te r m  use  
l  B r o a d e n i n g  use  o f d r u g  in  t reatment  sett ing to  l ower  risk to l e ran t g r o u p s  

0  Im p a c t o n  t reatment  use  
o  M a n a g i n g  r isk/benefi t  c o m m u n i c a tio n  
o  O thers  

B . R e g u l a tory  a n d  P o licy Issues 
Assess th e  re lat ive impo r ta n c e  o f e a c h  as  a  bar r ie r  to  p r e v e n tio n  research,  
d e v e l o p m e n t, a n d  u ti l ization f rom th e  aspec t o f th e  var ious  stakeho lde rs . 
1 . Resea rch  a n d  D e v e l o p m e n t In c e n tives  I Bar r ie rs  
l  Discuss cur rent  p a r a d i g m  fo r  d e v e l o p m e n t o f p r e v e n tio n  the rap ies  

o  Use  o f es tab l ished d rugs  in  t reatment  sett ing 
o  D u r a tio n  o f tr ials a n d  hu rd les  fo r  r egu la tory  app rova l  

l  Discuss u n i q u e  o r  e n h a n c e d  intel lectual  p r o p e r ty issues in  deve lop ing  
p r e v e n tio n  the rap ies  

o  E ffect ive p a te n t life  
o  In n o v a tio n  incent ives (e .g ., In te l lectual  p r o p e r ty p r o tect ion b iomarkers ,  

su r roga tes)  
2 . R e g u l a tory  Process  
. Es tab l i sh ing  / V a l idat ing su r roga tes  a n d  d isease  b iomarke rs  

o  V V h a t is a n  accep tab le  m o d e l fo r  es tab l ish ing su r rogacy?  
o  V V h a t n e e d s  to  b e  d o n e  to  acce lera te  va l idat ion a n d  accep ta n c e  in  

regis t rat ion trial des igns?  

P r e v e n tio n  W o r k s h o p  P roposa l  
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l Regulatory mechanisms to facilitate development and approval processes 
o Guidances for prevention drug development 
o Recognizing “new” diseases with surrogate endpoints 
o Approval Mechanisms 
o Risk Management Plans 
o Alternative development and approval mechanisms for novel 

preventive therapies 

C. Prescribers 
l Obstacles in practice related to prevention therapies 

o What are the patient concerns? 
0 Patient motivation issues 

l Litigation and liability issues 

D. Health Economics 
Assess the relative importance of each as a barrier to prevention research, 
development, and utilization from the aspect of the various stakeholders. 
l Cost-benefit assessment of prevention therapies 
l Role of payors in determining patient eligibility for treatment 
l Effect of risk stratification on patient insurability 
l Disease istates suggestive of health economic benefits from preventive 

therapies1 

III. Opportunities for Collaboration Across Stakeholders 
Stakeholders who should present: Open to all to discuss topics including: 

A. Stakeholder Roles 
l Discussion by key stakeholders in driving prevention therapy development, 

policy, or technical expertise. 
o FDA 
0 Payors 

. CMWHHS 

. Private 
o Therapeutic Area Approaches 

n ASCO/NIH/C-Change 
. ADA 
n AHA 
n Others 

o Industry 

B. Effective Partnering 
l Academia/lndustry/Government/Regulators/Patients/Payors 

o Identify demonstration projects or proof of concept studies 

Prevention Workshop Proposal 
October 18,2005 5 
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DAY 2. 

A. BREAKOUT SESSIONS - 4 facilitated breakout sessions run simultaneously 
1. Breakout Session: Development of Benefit I Risk Issues Action Plans 

l What needs to be done to overcome these issues/barriers? 
l Who are the key stakeholders in addressing the issues? 
l Is there enough information to make a recommendation for specific 

actions to address these issues (e.g., in follow-on workshop) 
l What other information is needed? 

2. Breakout Session: Development of Regulatory I Policy Issues Action 
Plans 
l What needs to be done to overcome these issues/barriers? 
l Who are the key stakeholders in addressing the issues? 
l What is the international perspective? 
l Is there enough information to make a recommendation for specific 

actions to address these issues (e.g., in the follow-on workshop)? 
l What additional information is needed? 

3. Breakout Session: Development of Patients I Prescribers Issues Action 
Plans 
l What needs to be done to overcome these issues/barriers? 
l Who are the key stakeholders in addressing the issues? 
l Is there enough information to make a recommendation for specific 

actions to address these issues (e.g., in the follow-on workshop)? 
l What other information is needed? 

4. Breakout Session: Development of Health Economics Issues Action 
Plans 
l What needs to be done to overcome these issues/barriers? 
l Who are the key stakeholders in addressing the issues? 
l Is there enough information to make a recommendation for specific 

actions to address these issues (e.g., in follow on workshop)? 
l What additional information is needed? 

8. COORDINATED DE-BRIEF AND ACTION PLANNING FOR WORKSHOP 2 
1. Debrief from each breakout session 
2. A follow-up workshop should be planned to address: 

l the overarching prevention development issues identified in Workshop 1, 
l and therapeutic breakouts focused on the key disease states identified in 

Workshop 1 for specific, tactical action planning. 

Additionally, identifying thought leaders and decision-makers to own the 
critical issues and establish effective collaborations should be a focus of the 
initial workshop that would then further invigorate interest in moving forward 
on this Critical Path Initiative. 

C. FDA Conclusion I Next Steps 
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