
 
 

 
 
February 2, 2015 
 
Division of Dockets Management (HFA-305) 
Food and Drug Administration  
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 
 
RE: Framework for Regulatory Oversight of Laboratory Developed Tests (LDTs) Draft 
Guidance, Document No. 1739 
 
FDA Notification and Medical Device Reporting for Laboratory Developed Tests (LDTs) Draft 
Guidance No. 1738 
 
 
Dear Sir or Madam: 
 
The American Society for Clinical Pathology (ASCP) is pleased to submit the following comments 
regarding the draft guidance documents from the U.S. Food and Drug Administration (FDA) entitled 
Framework for Regulatory Oversight of Laboratory Developed Tests (LDTs), Draft Guidance No. 1739, 
and FDA Notification and Medical Device Reporting for Laboratory Developed Tests (LDTs), Draft 
Guidance No. 1738, issued October 3, 2014. These documents describe the FDA’s risk-based 
framework for addressing the regulatory oversight of a subset of in vitro diagnostic devices (IVDs) 
referred to as laboratory developed tests (LDTs). ASCP is a professional medical society that 
provides excellence in education, certification, and advocacy on behalf of patients, pathologists and 
laboratory professionals. ASCP’s over 100,000 members include pathologists and laboratory 
professionals, many of whom develop and perform LDTs. 
 
Clinical laboratory testing is an essential component of medical practice and patient care. 
Laboratory developed tests (LDTs), diagnostic tests that are developed, validated and used for in-
house pathology and diagnostic purposes, are already substantially integrated into standard 
practice for diagnosing and managing disease, and informing decisions about lifestyle and behavior. 
These tests are enabling improved prevention, diagnosis, treatment and disease management and 
prevention for an array of common chronic conditions such as cancer, heart disease, and diabetes, 
as well as rare genetic disorders and infectious diseases. They have become indispensable tools in 
the practice of medicine. 
 
ASCP firmly believes that LDTs, as with all laboratory tests should be of the highest quality, and 
provide valid and useful information for clinical decision-making.  ASCP applauds the FDA’s 
concern for patient health and welfare by trying to ensure that LDTs provide accurate and reliable 
results. Like the FDA, ASCP considers verification of both analytical and clinical validity for all IVDs, 
including LDTs, to be fundamental to quality patient care. While supportive of the FDA’s specific 
attention to “high risk” testing as a focal point, ASCP believes that the Clinical Laboratory 
Improvement Amendments of 1988 (CLIA) provides the best starting point for regulating these 
tests.  However, in the absence of oversight by CMS, ASCP could support a limited role for FDA in the 
oversight of LDTs, provided the framework coordinates seamlessly with current CLIA requirements 
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and is not overly burdensome for laboratories.  By limited role, ASCP means that FDA should limit 
its oversight of LDTs to only those tests that may be characterized as “high-risk.” 
 
While it is a fact that there are many more LDTs in use today than when Congress enacted the 
Medical Device Amendments (MDA) in 1976, these assays, with rare exception continue to have a 
solid record of advancing patient care safely and effectively. In light of this, ASCP feels that the 
Agency has not provided sufficient evidence to justify the extensive regulatory effort outlined in 
these guidance documents. We note that Executive Order 12866 states that “Federal agencies 
should promulgate only such regulations1 as are… made necessary by compelling public need… 
(emphasis added)”  Many of our members have expressed concern that increased and duplicative 
oversight could result in the unintended consequence of disrupting critical patient testing needs, 
and dramatically hinder the development of new diagnostics. ASCP feels that the proposed 
framework is vague and overly burdensome for laboratories and appreciates this opportunity to 
identify some areas of concern. ASCP strongly urges the FDA to exercise prudence with regards to 
the scope and enforcement of these guidance documents to ensure that the nation’s patient testing 
needs are not in any way disrupted. 
 
 
Specific Issues of Concern in the Guidance  
 
LDT Definition and Scope of Guidance 
 
The draft guidances define the term laboratory developed test (LDT) as “an IVD that is intended for 
clinical use and designed, manufactured, and used within a single laboratory.”  ASCP considers the 
terminology used in this definition to be both problematic and incorrect for the vast majority of 
tests targeted for this proposed framework.  LDTs are tests, not “devices”, and they are performed, 
not “manufactured,” through a set of prescribed procedures. For a more accurate definition of LDTs, 
ASCP urges FDA to consider the definition for LDTs found in the Modernizing Laboratory Test 
Standards for Patients Act of 2011 (H.R. 3207), which defines LDTs as “tests developed and 
performed by a clinical laboratory solely to furnish clinical laboratory testing services for the 
purpose of providing information for the diagnosis, prevention, or treatment of any disease or 
impairment of, or the assessment of the health of human beings…” This definition further 
distinguishes LDTs developed and performed by laboratories from IVD manufacturers by specifying 
that they are not otherwise introduced into interstate commerce. 
 
ASCP is also concerned about the Agency’s intent to classify FDA-approved or -cleared tests that 
have been modified as new LDTs, thus requiring resubmission. The universe of such tests is 
significant and ASCP believes the FDA lacks the resources to process and approve these tests in a 
timely manner. If FDA is intent on regulating modified FDA-approved or –cleared devices, ASCP 
urges the Agency to adopt the definition for “modification” used by the New York State Department 
of Health, Wadsworth Center, Comprehensive Test Approval Policy and Submission Guidelines.  
Using their definition, a modification or change from intended use would include a change in (1) 

                                                           
1 The term “regulation” used in this Executive Order (EO) is defined as “an agency statement of general applicability and 

future effect, which the agency intends to have the force and effect of law, that is designed to implement, interpret, or 
prescribe law or policy or to describe the procedure or practice requirements of an agency. It does not, however, include: 
Regulations or rules issued in accordance with the formal rulemaking provisions of 5 U.S.C. 556, 557.  Therefore, we 
believe the E.O. is applicable to the Agency’s proposed guidance documents. 
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specimen type; (2) the type of analysis (e.g., qualitative versus quantitative); (3) the purpose of the 
assay (e.g., screening, diagnosis, prognosis, monitoring and/or confirmation); or (4) the target 
population(s). It would not include minor adjustments in test procedures such as extending sample 
stability criteria, changing quality control materials or using a new instrument model. Mandatory 
resubmission for modifications that are appropriately regulated and validated under CLIA would 
only serve to cripple the laboratory industry as well as the FDA, and would simply not result in 
higher quality care for patients.  
 
Furthermore, situations in which an LDT is performed at different laboratories under the same 
ownership using a common Standard Operating Procedure should necessitate only one submission, 
and not a separate submission for each site. Moreover, multiple laboratories under common 
ownership should not result in a LDT being erroneously classified as an “IVD” (rather than LDT), 
subject to the regular pre-approval process. 
 
ASCP is further concerned that the FDA may be significantly underestimating the numbers of 
laboratories and tests that would be subject to this framework, and questions the work flow 
capacity of the Agency to adhere to the proposed timeline in the guidance given their broad 
definition of an LDT.  Lengthy approval procedures could have a devastating impact on patient care 
by delaying the implementation of new tests, hindering innovation, increasing development and 
compliance costs and thus limiting patient access to potentially beneficial assays. Bear in mind 
these workflow issues will delay non-LDT IVD approvals as well. For these reasons, ASCP believes 
that LDTs that have already been approved or cleared by the New York State Department of Health 
Wadsworth Center be grandfathered, including FDA-approved tests for which the intended use has 
been modified that are deemed to be high-risk. 
 
 
Characterization of Clinical Laboratories as “Manufacturers” 
 
The 1976 Medical Device Amendments to the Federal Food, Drug and Cosmetic Act (FD&CA) 
granted the FDA authority to regulate medical devices, including IVDs. IVDs are defined as reagents, 
instruments, and systems intended for use in diagnosing disease or other disease conditions, as 
well as health status.2 IVDs are packaged products developed, marketed and sold by medical device 
manufacturers involving interstate commerce.  The Agency’s regulation of IVD focuses on the 
manufacturer’s claims regarding the device’s clinical “intended use,” efficacy and safety.  
 
Clinical laboratories perform laboratory tests, the results of which may become an integral part of 
many medical decisions, providing clinicians with often pivotal information necessary for the 
prevention, diagnosis, treatment, and management of disease. The draft guidance uses the following 
example to describe the process by which a “typical” LDT is developed and ultimately performed on 
patients. 
 

“A laboratory uses peer reviewed articles to guide development of a new diagnostic 
device. The laboratory uses general purpose reagents and analyte specific reagents 
combined with general laboratory instruments and develops a testing protocol, that 
together constitute a test system which is then verified and validated within the 

                                                           
2
 Code of Federal Regulations, Title 21, Volume 8 [21 CFR 809.3] 
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laboratory. Once validated this device is used by the laboratory to provide clinical 
diagnostic results.”3 

 
While this description accurately characterizes the process by which the development of these tests 
occurs, this process does not result in the manufacture of a “device” or a “physical product.” 
Therefore, many of the requirements in the proposed framework and the core of FDA expertise do 
not readily transfer to the processes used in the development and performance of an LDT by 
credentialed pathologists and laboratory professionals in a CLIA-certified laboratory. 
 
The development and performance of an LDT by a clinical laboratory for a patient is a medical 
service. If that test is not performed properly using established quality practice standards or an 
erroneous result is obtained and used to inform patient care, the laboratory becomes subject to 
medical malpractice claims rather than strict product liability law suits. CLIA’s mandate to monitor 
quality and the standards of testing processes (analytic validity through accuracy and reliability) as 
well as the laboratory professionals that perform LDTs offers more appropriate framework, which 
ASCP believes could enhanced to better ensure that patients receive quality services. 
 
Laboratories simply do not meet the definition of a manufacturer when they develop and perform 
LDTs. They are not “manufacturing” devices intended for commercial distribution through 
interstate commerce, and therefore should not be subject to manufacturing practice standards or to 
the product liability claims that may be alleged based on the FDA definition of an LDT. Just as 
clinical labs are not the same as device manufacturers, medical devices are not exact proxies for 
LDTs. To recognize these distinctions, the requirements must be right-sized in the context of the 
differences between devices and LDTs; and laboratories vs. manufacturing plants. The differences 
are significant and these requirements dramatically alter the regulatory landscape for the 
laboratory industry. Therefore, requirements should be a flexible, interactive, and transparent 
process for the Agency and the industry to maximize patient safety.   
 
 
Perceived Gaps in Regulatory Oversight of LDTs 
 
ASCP firmly believes that the best interests of patients are served by evidence-based laboratory 
medicine and that all laboratory tests should be clinically and analytically valid, performed by 
properly certified/accredited laboratories and competent laboratory professionals, and the results 
interpreted by properly trained clinicians.  Under CLIA, laboratory directors and technical 
supervisors are responsible for ensuring that test methods are both appropriate for the intended 
clinical application and provide quality results. Laboratories are inspected, certified and accredited 
under CLIA by CMS or independent accrediting bodies. CLIA oversight focuses on accuracy and 
reliability of the testing process, with specific requirements for analytic quality control, proficiency 
testing, qualifications of laboratory testing personnel, requirements for reporting results, and 
appropriate documentation of standard operating procedures. All laboratory tests are classified 
according to their level of complexity (waived, moderate, and high), on which CLIA bases specific 
regulatory requirements for laboratories performing tests in those categories. These tests are 
performed in laboratories under the direction of highly trained and competent laboratory 
professionals, including pathologists and laboratory scientists.  

                                                           
3
 Framework for Regulatory Oversight of Laboratory Developed Tests (LDTs) Draft Guidance No. 1739, U.S. Food 

and Drug Administration, October 3, 2014, page 5. 
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CLIA’s regulatory oversight system enables clinical laboratories to modify FDA-approved tests, and 
develop their own tests (LDTs) provided they validate the performance characteristics of these 
tests. To ensure that laboratories adhere to these requirements, these data are reviewed through 
routine inspections performed under the auspices of CLIA. This framework has allowed timely and 
appropriate introduction of innovative testing into practice, and has been instrumental in providing 
quality patient care when an FDA-approved test is not available. 
 
Furthermore, it is important to note that clinical laboratories are also currently subject to various 
state regulatory requirements. ASCP urges FDA to be mindful that the requirements of this 
proposed framework must be harmonized with both the federal CLIA regulating agencies and state 
requirements, thus alleviating the possibility of laboratories being subject to confusing, duplicative 
and perhaps conflicting requirements.  The need for harmonization is reinforced by several 
executive orders, including Executive Order 12866, which mandates that, “Each agency shall avoid 
regulations that are inconsistent, incompatible, or duplicative with its other regulations or those of 
other Federal agencies.”   
 
ASCP is also concerned that the draft guidance’s fail to specify how the FDA intends to ensure 
laboratory compliance with FDA quality system regulations (QSRs), since LDT laboratories are not 
actually manufacturers.   How will FDA integrate these systems intended for a manufacturing 
facility into a clinical laboratory?  How will the FDA differentiate among the various steps that are 
present in performing a lab test such as the acquisition of a patient specimen from a third party, 
specimen transportation and storage, technical aspects of preparing a specimen for analysis, 
medical interpretation of the result(s) and specific communication between the lab and ordering 
physician, including reflex testing. It is unclear will do the inspections.  Will FDA utilize personnel 
trained to inspect “manufacturers” or will personnel knowledgeable with clinical laboratories and 
their operations be used?  It is also unclear how FDA inspector training be provided and funded.  
 
What sanctions does the Agency plan to use (e.g., Form 483 citations, warning letters, suspension of 
their CLIA certificate, fines etc.) for laboratories that are found to be in violation of these policies? 
ASCP recommends that if the FDA should begin enforcing these regulations, a review by the 
Government Accountability Office be conducted within a year.  The purpose of this review should 
be to evaluate what, if any, impact these new policies have on patient access to new technologies 
and the ability or willingness of laboratories to develop new testing methodologies. 
 
CLIA Modernization: 
As is outlined in these comments, ASCP has serious concerns about a number of elements of the 
Agency’s proposed guidance, which in its current form is unsustainable for the clinical laboratory 
industry.  Given the breadth and nature of the CLIA’s regulatory mandates, we believe that the CLIA 
framework offers a more logical model for providing federal regulatory oversight of LDTs, 
especially those that are moderate and low risk.  Compared to the CLIA model, the FDA plan is 
highly duplicative, unnecessarily burdensome, and does not seamlessly mesh with the way clinical 
laboratories operate under CLIA.  Moreover, we do not believe that from a public policy standpoint 
it is appropriate for two different agencies to oversee the same aspect of the same industry (the 
performance of clinical laboratory testing).  Indeed, such jurisdictional overlaps should be 
minimized if not avoided altogether.  We note Executive Order 13610 holds that “Each agency shall 
avoid regulations that are inconsistent, incompatible, or duplicative with its other regulations or 
those of other Federal agencies.”  This is especially odd in light of the fact that both agencies 
operate under the U.S. Department of Health and Human Services. 
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That said, we do not believe that CLIA, and by extension CMS, currently provides sufficient 
oversight over LDTs to ensure patient safety.  Consequently, ASCP calls on CMS to immediately 
finish the process initiated by FDA to enhance the regulatory oversight of LDTs by modernizing the 
CLIA regulations.  ASCP believes this enhanced regulatory oversight requires additional CMS staff 
who would be tasked with monitoring and reviewing LDT performance data submitted through a 
LDT registry (See below). 
 
 
Risk-based Approach Toward Oversight of LDTs 
 
ASCP supports a risk-based regulatory scheme for LDTs as the most logical approach; however, 
there must be clearly established guidelines regarding how the FDA will classify which tests are 
subject to FDA oversight. The criteria established by FDA should ensure that there will be minimal 
confusion and appropriate classification of LDTs. While high-risk LDTs could fall under the purview 
of the FDA, ASCP believes that those tests not classified as high risk should continue to be regulated 
by CMS under an enhanced regulatory scheme.  
 
Along these lines, ASCP supports that any LDT that has obtained approval or clearance from the 
State of New York Department of Health Wadsworth Center, be grandfathered under the FDA 
guidance document.  
 
ASCP recommends that FDA issue guidance for the risk classification of LDTs that are subject to 
public comment and then duly published before the Premarket Review and other requirements, 
such as Quality Systems Regulation (QSR) requirements, are applied to clinical laboratories. It is 
essential that laboratories know which LDTs are considered by the FDA to be high-risk, before they 
are required to comply with Registration and Listing and other requirements, such as QSR and 
Adverse Event Reporting. Determining LDT risk classification prior to the submission of a PMA 
application, if necessary, will allow laboratories to adequately plan and prepare to minimize the 
likelihood that critical patient testing services will be interrupted.  It will also substantially diminish 
the huge compliance costs that would be associated with securing FDA approval for those LDTs that 
need not seek FDA review.  This will also minimize the potentially massive increase in 
administrative workload that FDA would encounter as a result of potentially thousands of 
applications for approval. 
 
ASCP recommends that the definition for modifications to FDA high-risk tests that may result in 
review be narrowly defined to be no more encompassing than the New York definition (see page 3 
of this comment letter). Using any other definition of modification (e.g., extended sample stability, 
changes in control materials) that could result in a resubmission to the FDA would both cripple the 
industry as well as the FDA with significant risk to patient care. FDA should focus its limited 
resources on the highest risk tests, in particular, those tests that assist in selecting treatment for a 
serious or life-threatening disease or disorder and for which such information is the “sole 
determinant” for directing or changing clinical treatment and an incorrect result could have a 
significant adverse impact on patient outcome or public health. ASCP believes that other 
modifications are appropriately regulated and validated per CLIA. 
 
ASCP applauds FDA’s intent to use a public process for classifying and prioritizing existing LDTs. 
FDA has indicated they will use an advisory committee to recommend how LDTs should be 
classified with regard to risk. A broad representation of stakeholders on this committee will be 
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essential to ensure a logical approach that considers multiple perspectives. Among the stakeholders 
participating should be pathologists and laboratory scientists of various subspecialties (particularly 
molecular pathology) from a variety of settings (hospital laboratories, academic medical centers, 
small clinical laboratories, large national reference laboratories, sole-source proprietary 
laboratories); ordering clinicians, also from various subspecialties (oncology, infectious disease, 
etc.); representatives from the IVD manufacturing industry; representatives from FDA, CDC, CLIA, 
and accrediting bodies; and patients who have benefited from access to those LDTs. 
 
 
Enforcement Discretion for Unmet Needs, Rare and/or Infectious Diseases 
 
ASCP recommends the FDA continue to exercise enforcement discretion with respect to Premarket 
Review requirements for unmet medical needs until several commercial tests are available. Having 
only one option available may require laboratories purchase expensive equipment for low volume 
testing; therefore discouraging the use of such tests. Continued enforcement discretion until 
multiple testing options are available will provide laboratories much needed flexibility to select 
tests that are appropriate for their operation and patient population. 
 
The guidance states that FDA recognizes that some LDTs will meet the criteria for a Humanitarian 
Use Devices (HUD) thereby qualifying for the Humanitarian Device Exemption (HDE). An IVD may 
qualify for HUD designation when the number of persons who may be tested with the device is 
fewer than 4,000 per year. ASCP is concerned that a cut-off of 4,000 patients is too low for 
laboratories to maintain testing, and urges the FDA to instead, raise this number to appropriately 
accommodate incidence for rare diseases. This cut-off is of particular concern in the area of 
newborn screening. While conditions such as PKU have an incidence of one in 10,000 live births, 
under the proposed framework, PKU testing would fail to qualify for the HDE. All 50 states in the 
United States require newborn screening for PKU. ASCP urges FDA to adopt the FDA Center for 
Drug Evaluation and Research’s current definition of rare disease from the 1983 Orphan Drug Act 
as diseases that affect no more than 200,000 patients nationwide.  
 
ASCP also recommends that FDA continue its policy of broad enforcement discretion for LDTs used 
to diagnose and monitor infectious diseases. There are numerous examples of infectious disease 
LDTs that preceded the availability of FDA-cleared or approved assays, often by many years, to 
benefit patients and protect public health. Overly burdensome regulatory requirements could 
present significant risks to public health by increasing the time needed for assay development 
during pandemics and other emerging infectious disease scenarios.  
 
 
Notification/Registration and Listing 
 
Under the draft guidance, notification for LDTs is required to begin 6 months after the issuance of 
the final guidance. However, the actual classification process for LDTs remains unclear, and it 
appears the requirement for notification occurs in advance of LDTs being classified. It is essential 
that the laboratory industry know which LDTs are considered by the FDA to be high-risk before 
they are required to comply with any Registration and Listing that may ensue after initial 
notification and other requirements (Adverse Event Reporting and QSR) in order to plan 
appropriately and avoid the disruption of testing services for patients. Applying these requirements 
before an LDT is risk classified we believe is unreasonable and overly burdensome for laboratories.   
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Registry: 
In order for FDA and/or CMS to effectively provide oversight of LDTs and to focus this oversight on 
the highest risk LDTs, we believe that it is imperative to establish a LDT registry, which could be 
modeled on the NIH’s Genetic Test Registry.  Such a tool should be populated with each LDT’s key 
performance metrics, such as analytical and clinical validity, to assess the test and determine its 
associated risk level.  In an ideal world, the registry could also include data on clinical utility though 
we recognize that is outside of the boundaries of the FDA draft guidance plan.  As outlined 
elsewhere in this letter, we believe that it is critical that each test’s risk level be identified prior to 
any requirement to submit the test for approval in order to minimize the related administrative 
burdens and costs of compliance.  To minimize the burden on clinical laboratories, the registry 
should also be structured to seamlessly integrate with each clinical laboratory’s compliance 
requirements under CLIA.  A registry could be very useful to patient care as it could provide 
clinicians with a query function to enable them to better identify those LDTs that would be most 
appropriate to their patients.  A registry would also provide greater transparency with regard to 
the universe of LDTs and their applicable risk level.   
 
Another benefit of the registry is that it could be used as a far less costly and burdensome 
alternative, both for the agency and for affected stakeholders (including IVD manufacturers), than 
the outright PMA approval scheme outlined by the Agency in its proposed guidance documents.  
Rather than moving forward with the proposed guidance, a registry could enable the agency to 
maintain enforcement discretion and target those high risk LDTs that pose the greatest potential 
for significant patient harm. 
 
 
Medical Device Reporting (MDR) Requirements 
 
ASCP recommends the FDA more clearly define what is subject to adverse event reporting beyond 
the current User Facility requirements. ASCP believes that the FDA’s requirements for adverse 
event reporting should not delve into issues of medical practice, such as test interpretation, 
pathological analysis by physicians, use of laboratory generated data by physicians, technical 
preparation, and shipment and handling of specimens for laboratory analysis. These criteria must 
specify where the technical and medical components begin and end, situations covered by user 
facility reporting, and what specifically laboratories will required to report to the FDA.  
 
It is also important to note that adverse event reporting due to malfunction of FDA regulated 
products is already required under the User Facility reporting requirements. Therefore, there 
should not be an additional reporting requirement placed on laboratories where adverse event 
reporting is covered under the User Facility regulations. 
 
 
Premarket Review Requirements 
 
ASCP urges the FDA to proceed cautiously in determining the scope of assays affected by this 
framework, and recommends that the Agency streamline the Premarket Approval (PMA) process to 
reduce processing times.  In addition, ASCP recommends FDA thoroughly review the present 
premarket notification process, 510(k), as well as the PMA/de novo processes to determine if, in 
fact, they are truly appropriate for LDTs. 
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Again, under this framework, we strongly believe that the classification of LDTs into high and non-
high risk categories must be completed before the PMA review and other requirements such as QSR 
are applied. It is essential that the laboratory industry know which LDTs are considered by the FDA 
to be high-risk before they are required to comply with Registration and Listing and other 
requirements (Adverse Event Reporting and QSR) in order to plan appropriately and avoid the 
disruption of testing services for patients. Applying these requirements before an LDT is risk 
classified we believe is unreasonable and overly burdensome for laboratories. 
 
ASCP is also concerned that mandating pre-market approval before deploying new LDTs could 
undermine the ability of laboratories to develop innovative diagnostics. This is specifically a 
concern for low-volume tests, such as those for rare disorders, which have historically been 
developed at smaller laboratories and academic medical centers. Therefore, ASCP opposes any 
policy change that would bar laboratories, in toto, from marketing LDTs during the approval phase, 
unless FDA can determine during initial review that a particular LDT poses significant potential for 
harm. ASCP also urges the Agency to allow clinical laboratories to perform modified FDA-approved 
IVDs— provided they can document the analytical and clinical validity of their modifications—
without the requirement for premarket notification. The universe of such tests is significant, and 
FDA lacks the resources necessary for timely approval, thereby potentially undermining the 
incentive and ability to offer innovative, high-quality diagnostics, which could therefore be 
detrimental to patient care. 
 
 
Quality Systems Regulation Requirements 
 
ASCP has a number of concerns regarding how the FDA intends to apply QSRs to LDTs, and 
specifically how those requirements would coordinate with existing CLIA and state requirements.  
QSR more aptly applies to true manufacturers to assure that products are safe and effective for use. 
Clinical laboratories are not analogous to device manufacturers, just as the development of an LDT 
is not analogous to the production of devices. ASCP strongly recommends the FDA must work 
closely with the laboratory industry to determine how to implement QSR appropriately for clinical 
laboratories. For example, there are many terms used in QSR that carry very different definitions in 
a clinical laboratory environment (e.g., validation versus verification). ASCP urges the FDA to 
crosswalk current CLIA requirements with regard to document control; records management; 
materials management; training and competency; equipment calibration, quality and maintenance; 
verification and validation; etc., to determine if they satisfy QSR. There are many aspects of quality 
and control that CLIA and QSR share. ASCP urges the FDA to examine these commonalities carefully 
and devise a framework that allows clinical laboratories to leverage their current CLIA-compliant 
processes and procedures to meet FDA QSR requirements in the least burdensome manner. 
 
 
Summary 
 
The practice of pathology and laboratory medicine is currently in a tremendously dynamic phase, 
particularly with regard to genomics. When discoveries at the research bench translate to the 
clinical bench, patients benefit by receiving care that is personalized and selective. When this 
occurs, our primary objective as health care providers is realized—to deliver the right treatment to 
the right patient at the right time.  
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As our knowledge base in this area increases and feeds the development of important new 
diagnostics, the regulatory framework applied must take into account the impact it may have on 
this process. FDA oversight should not impinge on the practice of medicine. Laboratory medical 
directors and their professional staff are acting within their expertise as credentialed pathologists 
and laboratory scientists as they interact with ordering clinicians to develop and perform LDTs. 
 
In summary, ASCP recommends the following with regard to the regulation of LDTs by the FDA: 
 

1. Limit any FDA oversight of LDTs to high-risk LDTs only; defining such tests that assist in 
selecting treatment for a serious or life-threatening disease or disorder and for which such 
information is the “sole determinant” for directing or changing clinical treatment and a 
incorrect result is likely to have a significant adverse impact on patient outcome or public 
health; moderate and low risk LDTs should continue to be under the purview of CLIA. 

2. Grandfather of any and all LDTs approved by the New York State Department of Health, 
Wadsworth Center, including FDA-approved tests for which the intended use has been 
modified that are deemed to be high-risk. 

3. Determine risk categories for current LDTs with prior to Registration and Listing 
requirements or compliance with QSR. 

4. Develop a registry to enable the risk categorization of an LDT to determine the need to 
submit a PMA. 

5. Permit laboratories to continue performing LDTs during the approval phase, unless FDA can 
determine during initial review that a particular LDT poses significant potential for patient 
harm. 

6. Harmonize FDA’s guidance with CLIA’s regulatory framework to avoid unnecessary 
duplication, particularly for inspections and quality systems design. 

7. Perform a GAO review within a year of implementation to evaluate impact of new policies 
on patient access to new technologies and the ability or willingness of laboratories to 
develop new testing methodologies. 
 

As a patient-centric organization, ASCP shares the FDA’s mission to protect patient safety. ASCP 
agrees that regulatory oversight is essential to ensure that all diagnostic tests offered to patients 
are of the highest quality, reliability, and safety, and that each test should provide valid and useful 
information for clinical decision-making. At this early stage of the genetic diagnostic era, it is vital 
that FDA strike the right balance in asserting their authority over the regulation of laboratory 
developed tests. The regulatory infrastructure adopted must be sufficiently meticulous to safeguard 
the public without being so burdensome that it impedes the emerging technology. 
 
ASCP appreciates the opportunity to present these comments.  If we can be of further assistance, 
please feel free to contact me through Andrea Bennett, Director, ASCP Center for Public Policy at 
202-347-4450. 
 
 
Sincerely, 

 
William G. Finn, MD, FASCP 
President, ASCP 
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