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Draft Guidance: Multiplex Tests for Heritable DNA Markers, Mutations and Expression Patterns

Dear Madam/Sir:

Wilson Sonsini Goodrich & Rosati is a large California based law firm that represents numerous venture capital backed, privately owned start-up and young public life sciences companies that bring innovative medical technologies to the medical profession and to the public.  Many of these clients are developing or commercializing products that are used extensively by reference laboratories and by the diagnostic industry.  As such, we have an interest in how the Agency regulates these products, and in the draft guidance issued for comment entitled "Multiplex Tests for Heritable DNA Markers, Mutation and Expression Patterns; Draft Guidance for Industry and FDA Reviewers."  We submit the following comments on the draft guidance for the Agency's consideration.

Our greatest concern is with the timing of the implementation of this guidance.  The Office of In Vitro Diagnostic Device Evaluation and Safety has publicly stated that a reexamination of the rules governing analyte-specific reagents (ASRs), another pathway for bringing DNA tests to market, will be undertaken in the near term.  Since the draft guidance and the ASR rules deal with complementary and overlapping issues, it would be most prudent to permit industry to consider and comment upon them at the same time.  All concerned should be able to look at the big picture and not have to focus on one segment.  Otherwise, in our opinion, there will be sets of guidances and regulations that are unclear, contradictory, difficult to enforce, and overly burdensome to both the agency and industry.  We strongly believe this should be avoided.

If the Agency feels that piecemeal implementation of guidance and regulation is unavoidable, then we move to consideration of the draft guidance on its merits.  Unfortunately, it seems to ignore the cornerstone on which virtually all other FDA regulation is founded: the degree to which a potential product poses a risk to patient health.  The guidance is devoid of risk analysis.  The abandonment of a risk-based regulatory approach was entirely arbitrary and forecloses any meaningful consideration of a least burdensome regulatory pathway.  The fact, for example, that a test assays multiple analytes at the same time does not, in and of itself, present the potential for greater risk to the patient that might trigger closer regulation.  The risk presented is no different than that associated with the repeated assaying of a single analyte.

FDA must not confuse microarray technologies it chooses to regulate as medical devices with the appropriate configuration and application by CLIA-certified laboratories of reagents to the examination of multiple analytes.  As the Agency knows well, there are microarray technologies available today that interrogate multiple analytes simultaneously.  These technologies, most often based on small glass plates, or “chips,” are usually distributed to laboratories as well-integrated systems that include a proprietary, technology-specific detection and analysis instrument.  It would appear that these technologies are medical devices as defined by Sec. 201(h) of the Federal Food, Drug and Cosmetic Act, 21 U.S.C. § 321(h).  This distinction provides further support to our position that regulation and guidance for multiplex tests and ASRs should not be separate, but considered as a whole.  

Lastly, the draft guidance is made confusing by its vague and dated definition of multiplex tests.  The definition (“…tests that assay multiple analytes simultaneously…”) does not reflect the current understanding of the multi-variant nature of the genetic basis of disease susceptibility.  This understanding must be accommodated in any definition of multiplex testing, but it is not in the draft guidance.

Conclusion

DNA tests (both multiplex and single analyte) hold great promise for improving the quality of medical care in the United States and throughout the world.  However, piecemeal regulation of these products by the Agency will continue to foster confusion in this industry, and create overly burdensome requirements.  Until the regulated industry has an opportunity to comment on the anticipated revision to the ASR rules (which are rules that allow a separate pathway for bringing DNA tests to market), the draft guidance is premature.  Additionally, the draft guidance ignores 

any risk-based analysis of multiplex tests, preventing a proper application of the least burdensome regulatory approach to these products. 

Sincerely,
WILSON SONSINI GOODRICH & ROSATI

Professional Corporation
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