
 

 
 

 
 

March 1, 2006 
 
 
BY ELECTRONIC SUBMISSION 
 
AHRQ Effective Health Care Program 
c/o Center for Outcomes and Evidence 
Agency for Healthcare Research and Quality 
540 Gaither Road 
Rockville, MD 20850 
 
Re: Medicare Prescription Drug, Improvement, and Modernization Act of 2003; 
Section 1013:  Identification of Priority Topics for Effective Health Care Research; 71 
Fed. Reg. 600, (January 5, 2006). 
 

The Biotechnology Industry Organization (BIO) appreciates this opportunity to 
comment on future research led by the Agency for Healthcare Research and Quality 
(AHRQ) under section 1013 of the Medicare Prescription Drug, Improvement, and 
Modernization Act of 2003 (MMA). BIO is the largest trade organization to serve and 
represent the biotechnology industry in the United States and around the globe. BIO 
represents more than 1,100 biotechnology companies, academic institutions, state 
biotechnology centers, and related organizations in the United States. BIO members are 
involved in the research and development of healthcare, agricultural, industrial and 
environmental biotechnology products. 

 
As the representative of an industry committed to discovering new therapies and 

ensuring patient access to them, BIO is a strong proponent of effective health care and 
greatly appreciates the leadership that AHRQ has provided with its Effective Health Care 
initiative.  We believe that the purpose of the Effective Health Care initiative should be to 
inform physician/patient decision-making. It should not supplant such decision-making 
through the issuance of guideline recommendations or speculative inferences based on a 
retrospective literature review. We believe presentation of the comparative effectiveness 
research should be a clear and concise presentation of data so that physicians and patients 
are armed with as much information as possible but also have flexibility to tailor care to 
particular individual circumstances.  
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BIO remains concerned, however, about the design, conduct and potential 
application of research developed through the Effective Health Care initiative, more 
specifically: 
 
• Research that is selected for the reviews do not comprehensively examine all 

healthcare items and services. The majority of the reviews have been on 
pharmaceuticals. While we support accurate, scientific evidence based medicine on 
these products there is significant questions that remain unanswered for other 
important healthcare items and services. Consistent with the statute, we would like to 
see each batch of comparative effectiveness reviews (CERs) equally distributed 
amongst key healthcare domains such as 1) surgical procedures, 2) diagnostic testing 
and screening, 3) devices, 4) clinical management strategies and 5) drug therapies. 

• Research topics should be selected on the basis of answering important, clinical 
questions where scientific uncertainty is high and where a salient review of the topic 
would educate and inform patients and physicians. 

• Stakeholders should be given more time to provide feedback on the research 
questions that are selected; currently many questions are posted for only 2 weeks. We 
recommend that all comment periods are 60 days in length. 

• All reviews, after going through a multidisciplinary and diverse stakeholder 
(physicians, patients, manufacturers and payers) peer-review, should be open for a 
60-day public comment period. 

• The comparative effectiveness reviews should be based from the patient perspective 
and address all questions that are relevant to patients and their physicians so that 
valuable information can be available for clinical practice. 

• In addition to comparative effectiveness of specific disease states, BIO urges AHRQ 
not to neglect the other research called for in section 1013 on the effective delivery of 
health care.  While BIO agrees that additional information about particular diseases 
can help to improve quality in the health care system overall, the statute also calls for 
research on the more general delivery of health care.  BIO believes that AHRQ could 
play a valuable role in more broadly applicable research that could affect patients 
with many different diseases. 

• Finally, BIO urges AHRQ to continue its process of allowing input from the public 
on these important issues.  We appreciate the time that AHRQ and its partners have 
taken to secure input on various issues related to section 1013, and we urge the 
agency to expand its areas of input to specifically include the way that research under 
section 1013 and the Effective Health care program will be applied by AHRQ and 
others.  

 
 BIO is also concerned that comparative effectiveness research, if not 
appropriately designed, will not always capture all of the unique benefits offered by 
biotechnology.  We continue to believe that many of the benefits of pharmaceutical and 
biotech therapies are difficult to capture in what has historically been considered by 
comparative effectiveness researchers.  Comparative effectiveness reviews are currently 
focused on safety and efficacy/effectiveness. However, quality of life, patient reported 
outcomes, patient preferences are not robustly examined or incorporated. Because 
comparative effectiveness reviews should be based from the patient perspective, we 
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believe that a holistic review and appraisal of drugs and all salient comparators, which 
would sometimes include no drug therapy, should be incorporated. 
 
  The balance of this letter provides further discussion of these issues. 
 
Application of Research under the Effective Health Care Initiative  

 
As our members have begun to develop more diverse and increasingly targeted 

therapies, BIO has become increasingly convinced that government and private health 
coverage systems will need to adapt to the new era of healthcare these targeted therapies 
could bring.  Coverage decisions will need to be flexible enough to provide physicians 
and patients with the ability to design and implement individualized and targeted 
treatment regimens and care. 
 
 Physician treatment decisions should certainly be informed by the best 
information—including comparative effectiveness data—that is available.  However, 
even the most carefully designed study cannot cover all situations in which a particular 
treatment might be used.  The results of these studies are often complicated and rarely 
make conclusions that can be generally applied. 
 
 For instance, the Effective Health Care’s comparative effectiveness summary of 
available evidence for gastroesophageal reflux disease (GERD) found that drugs are often 
more effective than surgery in treating this condition.  However, the study also found that 
further research was needed to determine how patients should be managed “based on 
patient characteristics.”  BIO applauds this emphasis on individualized treatments based 
on the characteristics of particular patients, and urges AHRQ and its partners, particularly 
the Center for Medicare and Medicaid Services (CMS), to keep this emphasis in mind 
when attempting to apply the results of research developed under section 1013. 

 
BIO remains quite troubled by the potential harm to patient access to important 

technologies, particularly breakthrough biotechnology therapies, if the research that 
results from section 1013 is applied inappropriately.  We believe this research should be a 
clear presentation of available data only, and avoid speculative inferences or guideline 
recommendations especially due to the fact that the reviews are retrospective and 
discover significant uncertainty in the scientific literature. We believe that coverage and 
payment decisions should not be made based on this research.  Decisions among courses 
of therapy must often be patient-specific and may be based on a variety of factors—well 
beyond those that could be accounted for in a comparative effectiveness study.  Many of 
our members are researching and producing products that will be increasingly targeted to 
specific pools of patients—and perhaps in the future, specific patients.  BIO is troubled 
by the prospect that patient access to these novel therapies could be hindered or delayed 
because of the improper use of AHRQ’s research under section 1013.  The evidence 
developed under the section may be informative, but it should not determine coverage 
and reimbursement decisions. 
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As a result of these concerns, BIO again urges AHRQ and other interested parties 
to ensure that the research agenda created under section 1013 is not only carefully 
crafted, but also carefully applied. 
 
Unique Considerations for Biotechnology 
 

Much of the promise of biotechnology is grounded in the ability of biotech 
research to focus on the specific mechanisms of action that allow particular therapies to 
work.  Historically, most therapies were developed by specific experimentation, allowing 
the discovery of which therapies worked to ameliorate particular conditions—but not 
necessarily why these therapies worked.  Many biotech products, by contrast, can be 
targeted by mechanism of action, rather than by indication, providing a greater insight 
into how these products attack particular problems.  This sort of targeting may allow the 
usage of these products to evolve quite rapidly.  For example, a biotech drug that is a 
proven TNF-α inhibitor should arguably be available as a therapeutic choice whenever 
clinicians have reason to believe that, in the case of a specific patient, inhibiting tissue 
necrosis mechanisms of the immune system shows material promise as a therapeutic 
option. 

 
As a result of this focus, the utility of some biotechnology products may extend 

well beyond the labeled indications of these products, providing a strong rationale for 
AHRQ and its partners to avoid an application of the research under section 1013 that 
inhibits clinicians from making the kinds of patient-centered treatment choices that will 
likely help to drive innovation in biotechnology in the future. 

 
The Special Case of Orphan Products 

 
We continue to be particularly concerned about the potential impact of any misuse 

of the information developed under section 1013 on patients with rare diseases.  BIO 
members produce many products specifically designed for these “orphan” conditions.  As 
Congress discovered, the normal market for medicines did not generate appropriate 
incentives for the research and development of products for orphan diseases.  In response 
to this problem, with broad bipartisan support, incentives were enacted for the 
development of therapies treating these conditions. Orphan therapies are typically 
targeted to very small patient populations and are often quite expensive to produce.  
However, without these therapies, many patients with rare disorders would have no 
treatment alternatives. 

 
BIO is concerned that comparative effectiveness research required by section 

1013 will be inappropriately applied to orphan disease treatments.  BIO believes that as a 
result of the unique nature of orphan treatments, many cost effectiveness and cost 
comparison models will break down when attempts are made to apply them to orphan 
products.  Therefore, BIO urges AHRQ to collaborate with patient groups representing 
those with rare diseases to ensure that the application of section 1013 research does not 
harm the development of treatments for these disorders.  Any studies undertaken for 
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orphan diseases must take into account the unique issues facing patients with these 
conditions. 
 
Other Concerns about Comparative Effectiveness 

 
One cause for BIO’s concern about the application of the comparative 

effectiveness information being developed by AHRQ under section 1013 is that we do 
not believe that comparative effectiveness research can always capture some of the 
unique benefits provided by many biological therapies.   

 
The following is a by no means exhaustive list of examples of other areas of 

concern:     
 

• Increased Safety- BIO is concerned that comparative effectiveness 
research will not account for the improved safety offered by breakthrough 
technologies.  Many BIO member products are not only clinically more 
effective than other products, but are also safer to administer.   

 
• Improved Quality of Life- Many biotechnology products and those 

currently being researched are designed not only to extend life but to 
improve the quality of life that patients enjoy.  BIO is concerned that these 
improvements may not always be accounted for in comparative 
effectiveness studies. 

   
• Workplace Improvements- In addition to health improvement, many 

therapies offer increased productivity.  Patients may be able to return to 
work faster and be more productive with biotechnology therapies relative 
to other treatments.  Research that does not account for the increased 
productivity of patients that results from a studied course of treatment is 
likely to be inadequate.   

 
• Reduced Health System Costs- An accurate comparative clinical 

effectiveness study must be broad enough to measure potential costs 
incurred in all settings.   

 
• Relapse Costs- Comparative effectiveness studies must account for costs 

saved by therapies that prevent relapses.  
 

• Coverage Decisions- Product utilization is often a function of Medicare or 
private insurance coverage. However, under certain circumstances, the 
more clinically effective treatment may not be covered by insurance and is 
therefore underutilized.  Comparative clinical effectiveness studies should 
examine the relationship between coverage decisions and clinical 
outcomes.   
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• Patient Compliance and Reduced Side Effects- The determination of 
clinical effectiveness must not overlook patient compliance and the 
reduction of side effects. 

 
• Timeline- Research under this section should be sensitive to the fact that 

many benefits for biotechnology and other therapies may become apparent 
only after the passage of time.   

 
Research on the Effective Delivery of Health Care 
 
  While AHRQ is requesting comments on additional priority disease conditions for 
section 1013 research, BIO would note that the MMA’s mandate also requires AHRQ to 
support research on “strategies for improving the efficiency and effectiveness” of health 
care programs, “including the ways in which such [health care] items and services are 
organized, managed and delivered.”   
  
  BIO believes that this sort of research is often neglected and that AHRQ could 
play an important leadership role in improving the overall effectiveness of the U.S. 
healthcare system.  While BIO members and others have specific incentives to perform 
research related to specific diseases, often including comparative effectiveness research, 
the benefits of more general research on the efficiency and effectiveness of healthcare in 
general are distributed more broadly. BIO believes that section 1013 provides AHRQ 
with an excellent platform from which to conduct this more general research, research 
which we believe deserves a higher priority than AHRQ has currently awarded it. 
 
Process for Continued Input 
 

BIO hopes that AHRQ will continue a collaborative process with public 
stakeholders, not only about appropriate research designs and projects, but also about the 
proper applications for this research.   

 
We are concerned that the scope of input that AHRQ has solicited to date has 

been limited to specific disease areas for research.  During the recent “listening session” 
on these issues, a CMS official noted that the use of section 1013 data in Medicare 
payment reforms was specifically beyond the scope of the session.  While we appreciate 
that it is often more efficient to limit listening sessions to particular topics, we believe 
that questions about how section 1013 research will be designed and applied are 
crucial—and should be addressed in the very near future. We would urge the agency to 
expand the scope of future discussions, or to hold additional sessions devoted to these 
very important issues. 
 
Conclusion 
 
 We thank AHRQ for the opportunity to raise our issues and concerns.  Despite 
these concerns, BIO is grateful for the hard work being done by AHRQ and others under 
section 1013 to expand the information available about treatments for devastating 
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diseases such as cancer and diabetes.  We believe that this information will be quite 
useful for physicians and the patients they are treating to make informed choices and 
design the best possible treatments for these diseases. 
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