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The American Clinical Laboratory Association (“ACLA”) is pleased to submit these comments on the Draft Guidance (“Draft Guidance”) distributed by the Center for Biologics Evaluation and Research ("CBER"), Food and Drug Administration (“FDA”) regarding premarket notifications for in vitro HIV drug resistance genotype assays.  See 66 Fed. Reg. 45683.  ACLA is an association representing independent clinical laboratories throughout the United States including local, regional and national laboratories.  ACLA members perform a large proportion of the testing provided by independent clinical laboratories.  ACLA members are regularly engaged in the development and performance of new types of testing, such as in vitro drug resistance genotype assays, to help monitor various medical conditions.  As a result, ACLA members will be significantly affected by the outcome of this Draft Guidance.   


As discussed more fully below, ACLA is very concerned that the Draft Guidance, if implemented, would stifle the innovative HIV drug resistance genotyping testing currently being developed by laboratories, a situation that will adversely affect the health of patients in need of these services.  Further, the proposed change in policy is inappropriate and unwarranted--a drastic, and unexpected, change in FDA policy, which was not promulgated in accordance with the required administrative procedures.  Finally, the CLIA regulatory process, which is the system by which laboratories are monitored and regulated, is the appropriate method to ensure the quality of this testing.  Accordingly, ACLA strongly urges the FDA to withdraw the Draft Guidance, at least as it suggests that HIV drug resistance genotyping testing developed by laboratories using ASRs should be considered a class III medical device.  

1. The Draft Guidance will stifle innovation in this rapidly changing scientific area and negatively affect the quality of treatment for patients. 
The scientific foundation of HIV drug resistance genotyping testing is constantly changing.  New mutations of the HIV virus are continuously discovered, new drug resistance patterns will continue to be identified, and existing technology will quickly become outdated.  The relationships between genotype and phenotype or clinical outcome are best appreciated for drugs that are, or have been most widely used for many years.  The constant introduction of new treatment strategies (new combinations, dosages, sequencing and cycling) and new FDA approved drugs continues to drive the rapid evolution of this field.  Clinical laboratories, using assays developed in-house utilizing analyte specific reagents (sometimes referred to as “home brew” tests), are at the cutting edge of these discoveries.  Clinical laboratories that develop these in-house assays often identify new mutations in the HIV virus itself.  In addition, each new antiretroviral drug combination and each new antiretroviral drug in development creates novel resistance-associated mutation patterns that must be recognized quickly and implemented in genotypic interpretation algorithms immediately to ensure the best therapy guidance for the physician.  Thus, the nature of this dynamic field mandates that laboratories be able to continue to develop and utilize these in-house developed assays in order to support the development of new HIV treatments, provide physicians with important clinical information, and aid clinicians in choosing the appropriate treatment for their patients.  

The Draft Guidance will ultimately limit the availability of ASRs for incorporation into in-house developed assays, a result that will harm patients in need of these laboratory services.  The Draft Guidance restricts the ability of manufacturers to sell ASRs to laboratories for use in assays developed in-house for HIV drug resistance genotyping by requiring premarket approval for ASRs used in these test systems.  This drastic change in regulatory policy will seriously undermine the ability of laboratories to contribute to scientific innovation in this field and will interrupt the vital flow of medical information needed for treatment of patients with diagnosed HIV.  At this time, FDA has cleared only one HIV drug resistance genotyping test kit as class II, and it is unknown how long it will be before other kits are cleared or approved.  FDA's action clearing the assay was based on analytic and clinical data that was approximately two years old, and thus could not take into account recent advances in the field.  Moreover, any modification in the cleared kit to identify new types of mutations will require separate FDA clearance or approval.  Until additional tests or modifications to existing tests are approved, patients and their physicians will be denied access to the latest HIV mutation detection testing techniques.  The resulting elimination of the most current technology interferes with the practice of medicine, may endanger the health of currently diagnosed HIV patients, and may prevent physicians from choosing the correct treatment regimen for newly diagnosed HIV patients. 

Although the Draft Guidance states that FDA will respond to the constant scientific changes in this area, given how quickly the state of scientific knowledge changes, it seems unlikely that FDA will be able to fulfill this promise.  There will always be a lag between the type of result that could be obtained from an in-house assay which produces clinically useful information for the treating physician and an assay that must first be submitted to FDA for review and clearance or premarket approval.  The inherent limitation of the Draft Guidance is that it is based on the state of science as it exists at a snapshot in time, and therefore does not adequately reflect the extremely dynamic nature of the field or the immeasurable contribution of in-house laboratory testing.  Consequently, the Draft Guidance, if implemented, will stifle the innovation that now drives quality patient care and create a serious risk of reduced access to the very highest level of testing for the patients that need it most.  Ultimately, patients will suffer the consequences.   

2. The Draft Guidance represents a sudden change in current medical practice, which is unnecessary and which contradicts the existing regulatory framework.

Since 1998, high complexity CLIA certified clinical laboratories and medical device manufacturers have been operating under the current ASR regulations, which classify most ASRs as class I devices, exempt from the premarket approval process.  The Draft Guidance states for the first time that ASRs used in genotyping systems to detect HIV mutations are class III devices requiring premarket approval before they may be distributed or sold.  This statement is clearly intended to discourage or prevent manufacturers of these ASRs from distributing them to clinical laboratories for incorporation into in-house developed assays.  At the same time, the Draft Guidance provides a lower standard (special controls) that manufacturers of test kits must meet in order to qualify for clearance of their HIV drug resistance genotyping assay as a class II device, notwithstanding that the genotyping kit and the ASR are intended for exactly the same purpose.  Classifying the ASR as a class III device requiring premarket approval constitutes a significant change in current medical practice and regulatory overreaching.  It is unreasonable and dangerous to proceed with this drastic change in regulatory policy.
The Final Rule governing the classification and reclassification of ASRs became effective on November 23, 1998.  62 Fed. Reg. 62243.  Since this rule has been in place, laboratories and manufacturers have been working under the assumption that ASRs used in HIV drug resistance genotyping tests are class I devices.  This assumption is based on the text of the ASR regulations as well as the policy discussions and interpretations contained in the Federal Register notice promulgating the Final Rule.  Now, with the Draft Guidance, FDA is taking the position that ASRs used in genotyping systems to detect HIV mutations are class III devices.  See Draft Guidance at 2 (“We consider commercially distributed ASRs used in genotyping systems to detect HIV mutations to be class III devices requiring premarket approval”).  ACLA believes that this position is in direct contravention of the established ASR rules under which laboratories and manufacturers have been operating since 1998, and that the FDA cannot implement this change without furnishing affected parties all of their rights under the Administrative Procedure Act.  

The ASR regulations define a class III ASR as an analyte that is intended as a component in a test intended for use:

(1)
in the diagnosis of a contagious condition that is highly likely to result in a fatal outcome and prompt, accurate diagnosis offers the opportunity to mitigate the public health impact of the condition (e.g., human immunodeficiency virus (HIV/AIDS) or tuberculosis (TB)); or 

(2)
in donor screening for conditions which FDA has recommended or required testing in order to safeguard the blood supply or establish the safe use of blood and blood products (e.g., tests for hepatitis or tests for identifying blood groups).

(Emphasis added).  20 C.F.R. §864.4020.  Other than certain ASRs used in blood banking tests, which are considered to be class II devices under the regulations, all other ASRs are considered class I, which means that they are exempt from the premarket notification requirements.  Id.  Since HIV drug resistance genotyping tests do not fit the class III definition because they are not used to diagnose HIV, laboratories and device manufacturers have always considered these ASRs to be class I devices.  ASRs used only to monitor HIV mutations and subsequently design HIV treatments serve a purpose categorically different from ASRs used to actually diagnose HIV and it is the intended purpose of the test that classifies the ASR.  The ASR regulations clearly recognize this distinction and state that ASRs used to diagnose HIV are class III.  By definition, therefore, unless the purpose of the test brings the ASR within class II, an ASR used to monitor HIV must be classified as class I.  

Furthermore, the discussion contained in the ASR Rule repeatedly points out that class III ASRs are a very limited category of medical devices.  See 62 Fed. Reg. 62253 (ASRs will be identified as class III devices only when they are intended to be used in tests to establish or safeguard the blood supply or to diagnose contagious fatal diseases when prompt, accurate diagnosis can mitigate public health risks).  The Draft Guidance would expand the class III designation to a whole new set of testing.  In short, although the Draft Guidance mistakenly assumes that ASRs used in genotyping systems to detect HIV mutations are class III devices, the ASR regulations clearly indicate that ASRs used in such tests should be considered class I devices.  

The Draft Guidance impermissibly and unwisely expands the limited category of class III devices, and in effect, attempts to amend the ASR classifications in the final regulations without engaging in the proper regulatory process.  In order to make substantive changes to an existing regulation, an agency must issue a public notice of the proposed rule, receive and consider comments from all interested persons, and issue a final rule, incorporating a statement of its basis and purpose.
  Thus, in order to change the classification of these ASRs, FDA is required by law to undertake the appropriate notice and comment rulemaking process.  The announcement of the availability of the Draft Guidance is not an appropriate or legally effective method for amending the ASR regulations.  Although the Draft Guidance states that it is not meant to supersede other regulations, this is exactly what the Draft Guidance serves to do.  

There is also no medical justification for this proposed change in how these tests are treated.  ACLA is not aware of any medical concern about problems with the results of HIV drug resistance genotyping tests developed in-house using ASRs.  Moreover, the physicians treating HIV patients are typically infectious disease specialists who understand the nature of the testing being offered and the limitations of the test results.  Laboratories usually make disclosures on their test reports to the effect that the test has not been cleared or approved by the FDA and that the performance characteristics are established by the performing laboratory.  Just as there is no regulatory basis for treating these ASRs as class III devices, there is also no medical basis for requiring premarket approval of these ASRs.  

Finally, this reclassification of the ASRs is likely to result in harm to patients, without serving any legitimate public health goal.  As noted above, the ASR regulations classify an ASR as class III when used in an assay to diagnose HIV.  This additional level of regulation was warranted (according to the regulations) to mitigate a serious public health risk.  In the case of HIV drug resistance genotyping, the patient has already been diagnosed with HIV.  The testing is vital to the patient because it will determine his or her treatment, but it is not being used to mitigate any public health risk, as described in the regulations.  Thus, imposing additional levels of regulation for testing that is not intended to be diagnostic is unnecessary and may be harmful to the patient by denying him or her access to necessary testing of evolving HIV mutations.  

3. Any concerns about in-house laboratory testing should be addressed through the CLIA regulatory process.

Laboratories are already subject to extensive oversight and regulation under the Clinical Laboratory Improvement Amendments (“CLIA”).  Furthermore, the Centers for Disease Control and Prevention (“CDC”) has issued a notice of its intent to promulgate regulations to modify the existing CLIA regulations for even stricter oversight of genetic testing.  It would be more logical and reasonable to require additional oversight of in-house developed testing under this existing regulatory framework instead of creating an entirely new and burdensome regulatory requirement.  It should be noted that FDA is also proceeding on yet another track to take jurisdiction over certain in-house developed genetic tests.  

The ASR Final Rule makes it clear that as restricted devices, ASRs may only be sold to manufacturers, laboratories qualified to perform high complexity testing under CLIA, or non-clinical laboratories for research or other uses.  62 Fed. Reg. 62245.  FDA agreed that the CLIA regulations regarding in-house modification of materials or methods were adequate to protect the health and well-being of patients without increasing the regulatory burden on manufacturers and laboratories; in-house modification of materials and methods fall within the scope of the practice of medicine, and a more stringent classification would hamper the provision of quality medical care to patients; and regulation of in-house modified or developed materials and methods would constrain the development of innovative and improved technologies.  62 Fed. Reg. 62248.  Furthermore, FDA stated that restricting the sale of ASRs to a particular type of laboratory was sufficient to support their safe and effective use.  Id. at 62249.  ACLA believes that these points are still valid and argue in favor of continued regulation of these ASRs as class I medical devices.   

CONCLUSION:
· ASRs used in genotyping systems to detect HIV mutations should continue to be considered class I medical devices that are exempt from FDA's premarket approval process.

· The regulations governing classification of ASRs make it clear that only those ASRs used in tests to diagnose contagious diseases are class III devices requiring premarket approval.  Laboratory validated tests using genotyping systems to detect HIV mutations are intended to monitor the mutations in the virus and resistance to particular drug therapies; thus, the ASRs used in these laboratory validated assays are used to design effective treatment regimens for patients suffering from HIV, but not to diagnose the condition in the first place.  Accordingly, these ASRs clearly fall within the category of class I medical devices.  

· The type of classification change contemplated by the Draft Guidance for these particular ASRs would create an undue burden on manufacturers of ASRs and the laboratories that depend on these products for use in in-house laboratory testing.  The proposed change will interfere with the relationship between physicians and laboratories, disrupt current medical care, and may lead to dire consequences for patients and the public health.  
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