December 6, 2005
Division of Dockets Management Branch (HFA-305)

Docket No. 2001D-0044
Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Dear Sir/Madam:

The American Society for Clinical Laboratory Science (ASCLS) is writing in response to the FDA’s request for comment on the draft guidance document entitled “Recommendations for Clinical Laboratory Improvement Amendments (CLIA) of 1988 Waiver Application; Draft Guidance for Industry and FDA staff”.  We applaud the FDA for seeking such broad input and commit to continue to work with the agency on this and other related topics.

ASCLS is the nation's oldest and largest non-registry professional association for non-physician clinical laboratory professionals.  The Society's mission includes promoting high standards of practice in the workplace and ensuring professional competence, while its ultimate goal is to ensure excellent, cost-effective laboratory services for consumers of health care.  Our membership of nearly 11,000 includes clinical laboratory directors, managers, administrators, supervisors, and staff at all levels of practice.

ASCLS commends the FDA for a very clear and complete document which sets forth criteria that will improve the process for the approval of waiver tests.  We particularly applaud the process whereby the accuracy studies are performed by laboratory professionals, and the clinical correlations by the intended users.  We have reviewed the entire guidance document and offer the following comments and suggestions:

DEMONSTRATING “SIMPLE”

We strongly support the characteristics that FDA has enumerated to define a simple test.  As an addition, we would urge that the FDA require that the instructions for shipping specimens for confirmatory testing be part of the labeling of the method.  ASCLS believes that the language used in the guidance document is very specific and clearly stated.  The explanation of sample manipulation is very inclusive and satisfies our earlier concerns that the only samples that should be used are direct, unprocessed specimens.  We hope that as this document moves to a regulation, this definition is retained verbatim.  ASCLS believes that any specimen manipulation by untrained personnel introduces a serious potential for error.  
We also believe that such personnel should not be allowed to manipulate controls, calibrators, or reagents and therefore strongly support the language in “Demonstrating Insignificant Risk of An Erroneous Result”, Tier 2, 2. External control materials, that states “External control materials for waived tests should be ready to use, or employ only very simple preparation…”  
We question the statement in this section that reads: “We believe that a test that is simple should not have the following characteristics:

· Results need to be reported to a public health department at the state of local level, e.g., tests for sexually transmitted diseases, since this is not a requirement that would be explained in the device labeling.”
This is a point that ASCLS supports; however, it seems to us that precedent contradicting this has been set with the waiver of an HIV test.  How will the FDA reconcile this incongruity?  If this is not addressed, how will the FDA be able to deny waiver status for future tests with reportable results?
DEMONSTRATING “INSIGNIFICANT RISK OF AN ERRONEOUS RESULT”
We commend the FDA for referencing the ISO 14971 document.  Manufacturers have been using this and other ISO documents to incorporate a risk management process in their instrumentation globally.  ISO 14971 specifies procedures for the manufacturer of a medical device to incorporate that identify hazards associated with that medical device and its accessories, control those risks, and monitor the effectiveness of that control.  We believe that the recommendations made in this guidance document will not place a burden on manufacturers since they are already doing this for their international customers.
TIER 1
We would like to add one other potential source of error under “Operator error/Human factors” that should be consider for the hazard analysis.  We suggest that “Incorrect handling of reagents/units” be added so manufacturers can consider the effects of mishandling, such as dropped unitized reagents or reagents left open all day during the testing process, on the performance of the method.
TIER 2
We commend the FDA for the comprehensive list of fail-safe or failure alert mechanisms and would add a “Lockout function that does not allow outputs if expired reagents are detected.”  
ASCLS strongly supports the statement “We do not recommend you identify training as a sole means of mitigating potential sources of harm.”  The laboratory workforce is experiencing severe shortages of appropriately educated and trained professionals.  The staff that performs waived testing in clinical settings, from sophisticated hospitals to the small, physician’s office or clinic, is not formally trained and is transient.  Thus training any one does not guarantee that the next person will know how to perform the test.
We enthusiastically support the following statement under “2. External control materials”: “The labeling should indicate in bold why external controls are important and the repercussions and consequences of not performing all QC procedures.”  It is essential to eliminate some of the confusion among certificate of waiver laboratories about whether QC is required or not for their level of testing.  

DEMONSTRATING “ACCURACY”
We support the use of patient samples for the clinical correlation studies and very pleased to see that the use of proficiency testing samples, quality control materials, or other preparations with a different matrix than patient samples will not be acceptable.  In addition, testing the method in a variety of the intended clinical sites and over a span of time are excellent strategies to test manufacturer performance claims.

ASCLS commends the FDA for the precision testing requirements (number of samples, levels and sites coupled with testing done by laboratorians and the lay users who will be the end users of the test.).  While some may object to the proposed number of patient samples recommended for clinical correlations, we applaud the proposed scheme, and believe that it will result in better tests reaching the market. 

ASCLS supports the statistical analysis that is recommended in the document, and especially endorse the statement that “WM’s (Waiver Method) that have a high random bias, or a systematic bias, may have a greater challenge meeting acceptable criteria, and may not be suitable for CLIA Waiver.”  Indeed, such methods may not be suitable for clinical use in any setting, and having this statement in the document is consistent with the intent of CLIA to make laboratory testing of equivalent quality regardless of where it is performed.
We understand the concern expressed about obtaining the number of specimens for tests for low prevalence diseases but we question why a low prevalence disease test would be waived at all.  The lack of data for a valid clinical study makes the development of tests for rare diseases, at any level of complexity, difficult.
SAFEGUARDS FOR WAIVED TESTS
ASCLS suggests that the description of the MedWatch program be a mandatory part of the labeling of all waived tests.  We are concerned about the lack of any additional post-market surveillance of these methods.  Experience has proven that situations will arise that cannot be anticipated by any document.  These situations may cause problems that will not be brought to light without a formal post-market process.  
We commend the FDA for clearly defining the criteria for waived tests.  We believe that this guidance will likely encourage manufacturers to develop more accurate and safe technologies for waived testing, as definite market incentives exist.  The growth of the current list of waived tests is, in our opinion, a testament to the ingenuity, commitment, and technological innovations of manufacturers.  We congratulate all of the manufacturers who have done so much to improve the public’s access to quality testing.  These same manufacturers, and many new companies, are on the brink of introducing revolutionary technology that can explode the menu of waived tests.  The analytes that will be tested, chemical or infectious agents, will stretch the waived criterion of “posing no reasonable risk of harm if performed incorrectly”, will determine diagnostic pathways, and will be used as a basis for a clinical decision.  Therefore, we must formalize a process that ensures that the tests are simple, accurate and precise.  As additional tests are categorized as waived, patient access to testing should continue to improve.  Absent the perceived regulatory burden of moderate complex testing, waived testing should be performed in more physician office laboratories and other sites.  However, the test characteristics and criteria must be carefully evaluated so that the resulting improved access to testing truly benefits the public.  We believe that this guidance document provides an excellent approach to ensuring those benefits and we support the concepts and language.
Thank you for the opportunity to submit our comments.

Respectfully submitted,

[image: image1.jpg]Bz Pk,




Bernadette Bekken, CLS(NCA)

President 
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