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July 30, 2004

Lester Crawford, D.V.M., Ph.D.

Acting FDA Commissioner

Food and Drug Administration

5630 Fishers Lane, Rm. 1061

Rockville, Maryland 20852

Dear Dr. Crawford:

The American Academy of Orthopaedic Surgeons (AAOS/Academy), representing over 19,000 Board certified orthopaedic surgeons, welcomes the opportunity to comment on the Food and Drug Administration’s (FDA) Critical Path Initiative [Docket No. 2004-N-0181].  While the Academy appreciates the efforts of FDA personnel in ensuring that drugs, medical devices, biological, and combination products are safe and effective, orthopaedic patients are adversely affected when new technologies are unavailable due to a lack of applied science or excessive regulatory burdens.  The Academy has serious concerns about the lack of innovative orthopaedic medical products introduced into the United States marketplace and the deleterious effects it is having on patient care.

Limitations of the Innovation/Stagnation White Paper

While the Academy applauds examination into the causes of the reduction in submissions of innovative medical product applications, the AAOS disagrees with the assessment in the “Innovation/Stagnation: Challenge and Opportunity on the Critical Path to New Medical Products” document that the inability of scientists to translate research into assessment tools is the primary factor for recent stagnation.  The AAOS believes that regulatory issues and scientific principles must be examined together to ascertain the appropriate causes of delayed development.  The Academy contends that regulatory reform is an essential element on the critical path to new medical products.  Moreover, the Academy respectfully disagrees with the presumption that scientific considerations are largely responsible for the dearth of innovative medical products in the U.S. marketplace.  In the orthopaedic device market, regulatory considerations are of paramount importance.  The AAOS suggests that the FDA examine its restrictive interpretations of relevant federal laws, including the Food and Drug Modernization Act (FDAMA), in addition to the current assessment of scientific principle applications.  

The primary emphasis of the white paper is on pharmaceutical development and the scientific applications of a theoretical product development toolkit to determine safety and efficacy.  The paper contains relatively few applications to medical devices, none being orthopaedic devices.  The Academy believes that its input, though directed primarily toward hurdles encountered in the development and regulatory processes of medical devices, is nonetheless germane to FDA’s Critical Path initiative.

Regulatory Considerations

The AAOS has great concerns that proven orthopaedic products are excessively delayed in development in the U.S.  Medical device companies conduct clinical research in foreign countries due to excessive regulatory burdens within the United States.  Device companies consider the impact of FDA regulation on all phases of the product development cycle including the post-approval process.  Costs of doing research in the U.S. continue to increase each year and are exacerbated by user fees.  As orthopaedics is a global business, many manufacturers report difficulty in complying with FDA regulations as the most important consideration supporting their decisions to conduct clinical trials in foreign countries.  American orthopaedic patients are disadvantaged when they are denied established and innovative technologies due to regulatory burdens on device and product development.  

The design of clinical trials should optimize available resources.  FDA and trial sponsors should agree on reasonable controls, assessment approaches, and endpoints.  Trial design, length, patient compliance, surgeon investigator compliance, and duration of the government evaluation should be assessed on a continual basis for a least burdensome approach and reasonable assurance of safety and efficacy.  As efficacy is often difficult to determine, the AAOS encourages a practical, reasonable endpoint for assessment.  Additionally, the Academy suggests that the FDA utilize data allowed under Section 216 (generally known as the “four of a kind” rule) of the 1997 FDAMA, to provide clinical data of approved devices that have gone through the premarket approval process to support the approval of other similar devices.  

International Harmonization/Standards

The FDAMA directed FDA officials to meet with representatives of foreign countries to reduce the burdens of global regulation and harmonize regulatory requirements.  Additionally, officials were directed to engage in efforts to accept mutual recognition agreements relevant to the regulation of devices and good manufacturing practices between the European Union and the United States.  Also, FDAMA recognized national and international standards in the review of medical devices.  
The AAOS contends that American Society for Testing and Materials International (ASTM) standards are more robust than International Standards Organization (ISO) medical device standards.  For example, the voting domination of European countries contributed to the adoption of an ISO hip wear-testing standard that has proven to be inferior when compared to existing scientific literature and that is incompatible with most U.S. hip simulator machinery.  The Academy encourages the use of ASTM standards rather than ISO standards due to the sound policy that all negative votes must be resolved prior to the acceptance of ASTM standards rather than following the ISO practices of majority rule voting.  
According to the FDA guidance, “Acceptance of Foreign Clinical Studies,” issued in March 2001, the FDA asserts that they will accept a foreign clinical study involving a medical device if the study conforms to the ethical principles of the 1983 version of the Declaration of Helsinki or with the laws and regulations of the country where the research was conducted, whichever provides for greater human subject protection.  

The Academy notes the proposed rule [Docket No: 2004N-0018] “Human Subject Protection; Foreign Clinical Studies not Conducted Under an Investigational New Drug Application” published June 10, 2004 in the Federal Register.  In the rule, the FDA proposes to replace the requirement that studies be conducted in accordance with the Declaration of Helsinki with a requirement that studies be conducted in accordance with good clinical practice, including review and approval by an independent ethics committee.  The rule updates standards for a non-investigational drug application trial in foreign countries.  The AAOS is aware that a similar rule is being developed by the Center for Devices and Radiological Health (CDRH) and encourages this effort.  Data generated from ethically conducted foreign clinical trials must become admissible data in the pursuit of product approvals at the FDA.  The Academy contends that the framework for the global harmonization of medical devices exists; however, the interpretation and implementation of FDAMA does not seem to be progressing at a rapid pace.  

Least Burdensome Provisions

The FDAMA added the following provision to the Federal Food, Drug, and Cosmetic Act in section 513(a)(3)(D)(ii): “Any clinical data, including one or more well-controlled investigations, specified in writing by the Secretary for demonstrating a reasonable assurance of device effectiveness shall be specified as a result of a determination by the Secretary that such data are necessary to establish device effectiveness.  The Secretary shall consider, in consultation with the applicant, the least burdensome appropriate means of evaluating device effectiveness that would have a reasonable likelihood of resulting in approval.”  

All regulatory pathways associated with product approval including the investigational device exemption (IDE), product development protocol (PDP), humanitarian device exemption (HDE), and premarket approvals (PMA), should be continually evaluated to ensure a least burdensome investment of time, effort, and resources on the part of the FDA and industry.  

Least burdensome provisions include early collaboration meetings with the FDA, special control documents to reduce regulatory burden, evidence models for the least burdensome means to market, and least burdensome training for CDRH staff and advisory panel members.  The AAOS strongly encourages the use of all least burdensome pathways and resources to bring innovative products to market in a timely manner.  

MDUFMA

The Medical Device User Fee Modernization Act (MDUFMA) of 2002 instituted user fees for premarket device submissions.  Fees for an innovative device are in excess of $200,000 and provide the FDA with funds to increase the number of device reviewers.  The AAOS is pleased that more timely reviews are occurring at the CDRH with the increase in resources.  Educational opportunities for FDA staff, needed on an ongoing basis due to staff turnover and retirement of key personnel, are also increasing.  The Orthopaedic Device Forum (Forum) has been instrumental in organizing educational seminars on topics of interest to the FDA review staff.  The Academy strongly encourages its Fellows’ participation in educational opportunities for FDA staff.

Guidance Documents

The AAOS is pleased to acknowledge the success of the utilization and development of FDA guidance documents.  These documents assist in predictability and transparency for manufacturers in the development of premarket device submissions as well as expediting the review process.  Manufacturers often cite receiving different interpretations of product reviews.  Guidance documents assist in the standardization of FDA policy and interpretation.  Additionally, guidance documents are often used as special controls documents to support a downclassification.  The AAOS and the Forum stand ready to assist the FDA in revising and creating guidance documents to address critically important, clinical information.  

Data Mining

The FDA holds the largest databank on animal results that are linked with human outcomes data.  The AAOS suggests that the FDA substantially invest in information management systems to provide clinically relevant data through data mining.  The Academy encourages the FDA to define a threshold on failure rates for orthopaedic devices.  This type of tool would be of great utility to industry, physicians, and patients.  The Orthopaedic Device Forum and the Orthopaedic Surgical Manufacturers Association jointly prepared a draft guidance on clinical trial design for hip replacement systems.  The goal was to provide a reasonable assurance of safety and effectiveness by examining previous studies with similar patient populations.  While the draft will be revised, the Academy hopes that documents such as this can provide benchmark criteria for well-established technologies.  Thereafter, these types of documents can be utilized to compare new emerging technologies to conventional technologies.  

Granting Mechanisms

Translational research is not currently being rewarded with research funding.  The Academy encourages the Agency for Healthcare Research and Quality to consider offering grants that would utilize basic research and direct it to therapeutic concepts or establish new evaluation tools necessary for the FDA.  It is unrealistic to assume that industry can provide all of the funds necessary for this vital research.  

CMS Interaction

The AAOS encourages ongoing dialogue between the FDA and the Center for Medicare and Medicaid Services (CMS) through all facets of the product approval process. It is recognized that while FDA product approval requires demonstration of safety and effectiveness, its CMS counterpart requires demonstration of medical necessity and cost benefit to the widest segment of the American patient population.  It is important that manufacturers contemplating innovative product development have a realistic sense that FDA approval also gives reasonable assurances of availability through the reimbursement process. 

Conclusion

The Academy shares the concerns of the FDA in bringing safe and effective medical therapies into the U.S. marketplace.  We look forward to working with the FDA in any manner possible to ensure that innovative products reach patients as expeditiously as possible.  

Sincerely,

David A. Lovett

Director

AAOS Washington Office
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