COMMENTARY

Laboratory-Developed Tests:
A Ciritical Bridge During the COVID-19 Pandemic

William M. Rehrauer, PhD; David T. Yang, MD

n February 2020, it was becoming increas-
ingly clear that a global pandemic was
fomenting, and diagnostic testing for
COVID-19 in the United States was woefully
Under
diagnostic tests are developed largely by com-
mercial manufacturers and sold to clinical labo-

inadequate.! normal circumstances,

ratories. The US Food and Drug Administration
(FDA) reviews these commercially available
tests through an extended and bureaucratic
process that manufacturers have necessarily
built and staffed with infrastructure to navi-
gate.2 Alternatively, clinical laboratories certi-
fied to perform high-complexity testing can
implement laboratory-developed tests (LDT)
for use within the institution through a quicker,
less bureaucratic process. As long as these
tests are performed within the institution and
not directly marketed to consumers, the FDA
has so far exercised regulatory discretion and
allowed oversight of LDTs to fall under the
Clinical Laboratory Improvement Amendments
(CLIA) clinical laboratory certification process
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managed by the Centers for Medicare and
Medicaid Services (CMS).3

Like most clinical laboratories at academic
medical centers that serve a referred popu-
lation of complex and high-acuity patients,
UW Health Clinical Laboratories has experi-
ence developing LDTs that fill a niche where

development, essentially no COVID-19 testing
was available to our patients. The implica-
tions were dire as there was no way to ration
depleting stocks of personal protective equip-
ment, reliably isolate infected patients, or
implement an employee testing program. The
timely implementation of local public health

The ability to develop LDTs was not serendipitous

but rather emerged out of a policy that allowed

clinical laboratories to address gaps in diagnostic test-

ing—gaps that became strikingly apparent and were

pervasive...during the early days of the pandemic.

commercial tests are either unavailable or
do not meet clinical needs. Having staff with
test development expertise and validation/
implementation workflows in place was criti-
cal to our ability to design and operationalize
a diagnostic COVID-19 LDT in 7 days. In order
to appreciate the significance of this rapid
implementation, it is important to recall that
COVID-19 testing initially could be performed
only by the Centers for Disease Control and
Prevention (CDC) and local public health
departments.4 As these institutions quickly
became overwhelmed with testing demands,
turnaround times stretched from days to
weeks." Thereafter, the FDA was forced to
permit clinical laboratories with high-com-
plexity designation to develop LDTs.5> When
UW Health Clinical Laboratories began test
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measures, including school closures and lim-
iting gatherings, likely averted an impend-
ing disaster at our medical center during the
interval of LDT development.6
Laboratory-developed COVID-19 testing
at our institution served as a critical bridge
for 4 weeks until we transitioned to a high
throughput commercial test whose availability
was delayed due to reagent and manufac-
turing supply chain constraints. In addition,
LDTs also provided clinical laboratories the
opportunity to diversify their testing method-
ologies to counter these same supply chain
constraints and to accommodate alternative
specimen sources to meet clinical needs.”8
Without LDTs, it is hard to imagine the degree
to which patient care may have been com-
promised. The ability to develop LDTs was



not serendipitous but rather emerged out of
a policy that allowed clinical laboratories to
address gaps in diagnostic testing —gaps that
became strikingly apparent and were perva-
sive throughout the entire country during the
early days of the pandemic.

Today, expanded regulation of LDTs is
being considered in Congress through two
competing bills. The Verified
Testing in American Laboratories (VITAL) Act?

Innovative

proposes to keep regulatory oversight of
LDTs with CMS, while the Verifying Accurate
Leading-edge IVCT Development (VALID) Act1o
proposes to establish new FDA authority for
regulation of LDTs. The VALID Act would add
another layer of oversight and bureaucracy
designed for manufacturers who sell com-
mercial tests to be duplicatively imparted on
clinical laboratories that already are subject
to CMS oversight. Looking back at lessons
learned from the pandemic, we reflect on how
critical our ability to develop a COVID-19 LDT
was and the possible consequences of legis-
lation that might curtail a clinical laboratory’s

inclination to foster and support expertise in
laboratory test development.
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