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Abstract 

On April 29, 2024, the U.S. Food and Drug Administration (FDA) issued a transformative final rule 
impacting the regulatory landscape for laboratory-developed tests (LDTs). This new regulation cate- 
gorizes in vitro diagnostics (IVDs) used as LDTs under the same stringent oversight applied to other 
medical devices, thereby phasing out the agency’s long-standing policy of enforcement discretion. This 
paper offers a concise historical overview and examines the FDA’s revised regulatory framework sched- 
uled for the next four years, examining its impact on laboratory operations in terms of safety, efficacy, 
and innovation. It explores how the new rule’s increased compliance demands and economic impli- 
cations impact laboratory operations, including economic stability, innovation, and patient safety. Also 

highlighted is how certain laboratories gain strategic advantages that could enhance their market stabil- 
ity and attract investors. The overall intent of this paper is not an in-depth analysis but instead it aims 
to inform stakeholders in health services about evolving laboratory standards. By doing so, it equips 
healthcare participants to strategically align with emerging regulatory demands, enhancing compre- 
hension of how these changes influence healthcare delivery and laboratory procedures. 
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midst a whirlwind of uncertainty and urgency,
aboratories across the United States (U.S.) are
rappling with the implications of a transfor-
ative regulatory shift. On April 29, 2024, the
.S. Food and Drug Administration (FDA) is-

ued a final rule that significantly enhances its
egulatory authority over laboratory-developed
ests (LDTs). This decision aims to clarify and
trengthen the FDA’s oversight by amending ex-
sting regulations to explicitly categorize in vitro
iagnostics (IVDs) as devices under the Fed-
ral Food, Drug, and Cosmetic Act, regardless
f whether they are manufactured in a tradi-
ional industry setting or within a clinical lab-
ratory [1] . Effectively, the FDA announced its

ntention to phase out its longstanding policy of
nforcement discretion for LDTs over the next
our years. The phaseout policy specifically tar-
Clinic
ets IVDs that are produced as LDTs by labo-
atories certified under the Clinical Laboratory
mprovement Amendments (CLIA) to conduct
igh complexity testing. This policy applies even

f these IVDs are designed, manufactured, and
sed within the confines of a single laboratory
 1 ]. This change means that IVDs produced by
linical laboratories will generally be subjected to
he same regulatory standards and enforcement
olicies as other industry FDA regulated diag-
ostic devices and tests. 

his move by the FDA represents a regulatory
hift to apply the same standards of safety and
fficacy to all diagnostic tests, including LDTs
 2 ]. Dr. Jeff Shuren, director of the FDA’s Center
or Devices and Radiological Health (CDRH),
mphasized that the rule is designed to pro-
ect patients from faulty tests by requiring more
igorous validation [ 3 ]. However, this increased
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particularly for emerging infectious diseases [ 4 ]. L
that the stringent requirements may stifle their a
quickly to public health emergencies, similar to t
during the COVID-19 pandemic. Some stakehol
concerns that the new rule may slow down the 
new tests and limit laboratories’ ability to tailo
evolving pathogens [ 5 ]. More recently, The U.S
priations Committee has requested that the FDA
plementation of the new rule regulating LDTs [
expressed concerns that the rule, which signific
LDTs are regulated, could disrupt patient care an
diagnostic testing. The Committee has called for t
with Congress to modernize the regulatory app
suggesting that a legislative solution may be mor
address the complexities of these tests without ove
oratories. 

Background 

Within these debates, it’s important to understan
of LDTs within the diagnostic landscape for hea
Laboratory developed tests, originating in the 1
emerged when clinical laboratories began develo
says to meet specific clinical needs not addressed 

available tests [ 7 ]. Initially regulated under the 
enforcement discretion, which acknowledged FD
generally did not enforce regulations due to th
within single laboratories, LDTs have historicall
minimal oversight [ 8 ]. 

The importance of LDTs was starkly recogn
recent COVID-19 pandemic, highlighting their
responding to urgent public health needs [ 9 ]. A
unfolded, LDTs rapidly filled gaps left by tradit
development pipelines, which could not keep
emerging crisis. Laboratories utilized their uniqu
develop and deploy tests that detected the SAR
significantly accelerating the testing process wh
needed [ 10 ,11 ]. Th ability of LDTs to innovate an
ployed during the pandemic highlighted their cr
ease surveillance and control [ 12 ,13 ]. This demo
portance of a regulatory framework that balance
ment with the need for ensuring test accuracy an

Under CLIA, which oversees U.S. laboratory te
categorized by complexity: waived tests, mode
tests, and high complexity tests. Laboratory deve
are established in highly complex reference la
cally fall into the high complexity category due t
cated analyses and significant interpretation req
oratories performing high complexity testing m
gent CLIA requirements, including higher pers
tions, participation in proficiency testing for each
test, and implementation of comprehensive qualit
ing all aspects of laboratory operations [ 14 ]. Futh
2 Clinical Microbiology Newsletter 48: xxx, 2024 | ©2024 Elsevier
percentage of these laboratories are also accredite
of American Pathologists (CAP). This accreditati
by the Centers for Medicare & Medicaid Service
ing CAP-accredited labs to bypass CMS inspect
acknowledged by other significant healthcare o
zations like the Joint Commission and the Unit
Organ Sharing [ 15 ]. 

However, as the complexity and application of L
particularly with advances in genetics and person
the regulatory landscape began to shift [ 16 ,17 ]. C
lack of stringent oversight increased, promptin
the level of regulation necessary to ensure safet
ness without inhibiting innovation [ 18 ]. In respo
posals from the FDA suggest frameworks for mo
dation and oversight, especially for tests that pre
to patients [ 19 ]. These regulatory measures are m
LDTs used in high complexity laboratories provid
rate, and clinically relevant results, thereby safeg
health while supporting medical advancements t
tive laboratory practices. This ongoing evolution 

framework reflects the complex balance needed b
innovation in laboratory medicine and ensuring
patient safety [ 20 ]. 

Evolving laboratory standards 

Laboratory-developed tests are classified as IVD
under U.S. regulations [ 16 ]. Medical devices play a
proving healthcare worldwide, with the global m
to grow substantially from $471 billion in 2020
$623 billion by 2026 [ 20 ]. The FDA oversees t
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risk medical devices, with approximately 99% of
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crucial for showing that a medical device is as safe
a legally marketed predicate device, dictating how
troduced to the U.S. market. Initially, predicate de
marketed before the 1976 Amendments, formi
categories for subsequent device evaluations. Th
medical devices into three categories—Class I, II
on the risk they pose and the regulatory controls n
vide a reasonable assurance of safety and effectiv

Class I devices are deemed to pose the lowest ri
and are often simpler in design. They are subject m
controls and less stringent regulatory requireme
I devices are exempt from premarket notificatio
relying instead on general controls to guarantee
effectiveness [ 21 ]. Class II devices are subject to h
control than Class I and are designed to perform
functions. They require premarket notification a
cial controls such as performance standards, post
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The transition from general controls for Class I
rigorous premarket approval for Class III devices
ical stratification in medical device regulation b
sessment. The progression lays the groundwork
ing the FDA’s nuanced approach to LDT regula
new five-stage rule [ 1 ]. This rule outlines a ph
tation strategy, reflecting a thoughtful applicati
regulation tailored specifically to LDTs. Initiall
focus on basic compliance and reporting require
escalating to more stringent measures that inclu
ket reviews for the highest-risk devices. Each s
to address specific aspects of regulatory complian
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premarket review processes in the later stages. 
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medical device regulatory framework, ensuring 
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highest standards of safety and effectiveness. The
is supported by its assertion that increased oversi
enhance patient safety but also foster innovation 

new IVDs introduced to the market are both sa
The rule does, however, make accommodations 
gories of IVDs, which may still fall under targe
discretion policies, reflecting a balance between 

sight and the need to ensure continuous access t
nostic tools [ 1 ]. 

Indeed, the FDA’s new regulations serve as a pivo
sitioning from a broad commitment to enhance
novation to the tangible implications for labora
The enhanced oversight and structured complian
tablished by the FDA ensure that laboratories a
to higher standards but are also clearly guided 

these requirements. This regulatory guidance is e
ratories recalibrate their operational and develo
to align with stringent safety and efficacy standar
vides an overview of the FDA’s phase-in stages 
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Consequently, while the path to market may ext
comprehensive validation processes and increa
tion, these strategies are crucial for achieving hig
diagnostic reliability and patient safety. This crea
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realities faced by laboratories. 

Strategic relief and economic benets 

Importantly, while new FDA regulations requir
ous compliance framework, there is an element o
laboratories who have previously established LD
intends to exercise enforcement discretion and g
force premarket review and QS requirements…fo
keted IVDs offered as LDTs that were first mark
May 6, 2024.1,p59 . Furthermore, the “FDA intend
to apply to currently marketed IVDs offered as 
they are not modified following the issuance of t
are modified but only in certain limited ways.” 1,p

CDRH has announced plans to reclassify high-r
from class III to class II, aiming to streamline the 
and expand accessibility. This shift primarily affec
ease and companion diagnostic IVDs, enabling m
pursue the less stringent 510(k) premarket notifi
instead of the more demanding PMA pathway [
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new IVDs provide a reasonable assurance of safe
ness through special controls and general regula

The FDA’s policy of enforcement discretion fo
allows laboratories to continue using previously
without undergoing the new premarket review p
help laboratories maintain operational continuit
need to withdraw tests for reapproval. By not requ
review and certain QS requirements for LDTs 
May 6, 2024, laboratories potentially avoid the 
associated with these processes. Premarket revie
can be expensive, involving extensive data collect
tion, and sometimes clinical trials. Savings on the
redirected towards other areas such as research a
or process improvement. The ability to continu
using existing LDTs without undergoing the new
approval process means laboratories can maintain
streams. This stability is crucial for financial plan
ing operations, as it avoids the potential revenue
with pulling a product off the market for reevalu
proval. 

With the saved resources and reduced immediate
sures, laboratories can invest more in innovation. 
improving existing tests, developing new ones, or
vanced technologies that enhance test accuracy 
comes. Over time, this reinvestment in innova
higher quality products that could command pre
capture a larger market share. The policy allow
align with FDA standards at a more manageable p
gic alignment without the immediate financial st
pliance means laboratories can plan more long-t
in compliance and quality improvements, spread
in a way that supports sustainable growth. And fin
Clinical Microbiology Newsletter 48: xxx, 2024 | ©2024 Elsevier 3



Table 1. Stages and strategies for FDA oversight of LDTs for clinical laboratories. 

Stage Compliance 
Time Frame 

Requirements Operations Impact Strategic Actions 

Stage 1 Compliance 
Within 1 Year 
(April 6, 2025) 

Beginning on May 6, 
2025, which is 1 year 
after the publication 
date of the final LDT 

rule, FDA will expect 
compliance with medical 
device reporting (MDR) 
requirements, correction 
and removal reporting 
requirements, and 
quality system (QS) 
requirements regarding 
complaint files 
(specifically concerning 
complaint files under §
820.198). 

Laboratories will need to 
establish or refine systems 
for tracking adverse events 
and device defects and 
ensure these systems can 
generate reports compliant 
with FDA requirements. 
This may involve upgrading 
IT systems and training 
staff to recognize and 
document reportable events. 

Establishment of Complaint Files: Laboratories set up procedures to receive, review, and evaluate each 
complaint through a formally designated unit within the laboratory. The aim is to handle all complaints 
consistently and systematically. 
Documentation and Processing: All complaints, including oral ones, must be documented as soon as they 
are received. The process should be uniform and timely, ensuring that no complaint is overlooked and 
that each is handled according to predefined procedures. 
Evaluation for Medical Device Reporting: Complaints must be assessed to determine if they represent 
events that should be reported to the FDA under Part 803, Medical Device Reporting. This is critical 
for issues that could impact patient safety or device performance. 
Investigation Requirements: Not all complaints will necessitate a formal investigation. If a decision is 
made not to investigate, this decision must be documented, including the reasons and the name of the 
responsible individual. For complaints that do trigger an investigation, the process must thoroughly 
review whether the device, its labeling, or packaging failed to meet specifications. 
Record Keeping of Investigations: Investigations must be detailed, and their findings recorded. This 
includes the identification of the device, the nature of the complaint, investigation outcomes, and any 
corrective actions taken. The records should be easily accessible and maintained in an organized 
manner, especially if the complaint unit is located away from the manufacturing site. 
Records : If the designated complaint unit is outside the United States, the records must be accessible 
within the U.S. either where the laboratory’s records are regularly kept or at the location of the initial 
distributor. 

Stage 2 Compliance 
Within 2 Years 
(April 6, 2026) 

Beginning on May 6, 
2026, which is 2 years 
after the publication 
date of the final LDT 

rule, FDA will expect 
compliance with 
requirements not 
covered during other 
stages of the phaseout 
policy, including 
registration and listing 
requirements, labeling 
requirements, and 
investigational use 
requirements. 

Laboratories must ensure 
that all their devices are 
properly registered and 
listed with the FDA, which 
involves accurate cataloging 
and ongoing updates to the 
FDA. Additionally, labeling 
must meet FDA standards, 
which may require revisions 
to current labeling practices 
to include necessary 
warnings, usage 
instructions, and regulatory 
markings. For 
investigational devices, 
compliance involves 
adhering to regulations 
governing their use, 
including obtaining 
necessary approvals for 
clinical trials if warranted. 

Registration and Listing: Laboratories must ensure that all medical devices are properly registered with 
the FDA. This includes submitting accurate and timely information about the devices they manufacture 
or distribute to ensure transparency and regulatory oversight. Maintaining up-to-date listings is crucial 
for compliance and must be reviewed and renewed annually. 
Labeling Requirements: Compliance with labeling requirements involves ensuring that all labels on 
medical devices provide adequate directions for use, including safety and warning information. Labels 
must be designed to remain intact and legible under the conditions of use and throughout the device’s 
lifetime. Laboratories need to establish controls to verify that labels meet all specifications and 
regulatory requirements before devices are released for distribution. 
Investigational Use Requirements: For devices intended for investigational use, laboratories must comply 
with regulations that include obtaining an investigational device exemption (IDE) where necessary. 
This involves submitting detailed information about the device’s design, manufacture, and intended use 
to the FDA, along with assurances regarding the protection of human subjects during clinical studies. 
These efforts align with the FDA’s aim to harmonize its regulations with international standards, 
notably ISO 13485:2016, which focuses on maintaining effective quality management systems across 
the lifecycle of medical devices. The alignment with these international standards is intended to 
simplify global regulatory obligations and enhance the quality assurance processes of medical device 
manufacturers. 

( continued on next page ) 
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Table 1 ( continued ) 

Stage Compliance 
Time Frame 

Requirements Operations Impact Strategic Actions 

Stage 3 Compliance 
Within 3 Years 
(April 6, 2027) 

Beginning on May 6, 
2027, which is 3 years 
after the publication 
date of the final LDT 

rule, FDA will expect 
compliance with QS 
requirements (full 
compliance with QS 
regulations under 21 
CFR Part 820, except 
for the complaint files 
already addressed). 

This stage requires 
comprehensive compliance 
with QS regulations, which 
will necessitate a thorough 
review and possibly a 
redesign of all quality 
control and manufacturing 
processes. 
Laboratories will need to 
document and implement 
standard operating 
procedures (SOPs) for 
design controls, production, 
process controls, and quality 
checks to ensure consistent 
device quality and safety. 

Documented Quality Management System (QMS): Laboratories must have a fully documented QMS that 
covers all aspects of their operations. This includes detailed procedures for design controls, production 
and process controls, corrective and preventive actions (CAPA), and other critical QMS elements. The 
emphasis is on ensuring that the QMS is comprehensive and covers all regulatory requirements. 
Design Controls: Implement design controls that are crucial for ensuring that medical devices meet user 
needs and intended uses. These controls should include planning, design input, design output, design 
review, design verification, design validation, and design changes. 
Production and Process Controls: Establish and maintain methods and procedures for controlling 
production processes that ensure the medical device conforms to its specifications. Control activities 
must include monitoring and control of process parameters and component and device characteristics 
during production. 
Corrective and Preventive Actions (CAPA) : Develop a CAPA system that is capable of identifying 
problems, correcting them, and preventing their recurrence. This system must be able to handle 
feedback, complaints, nonconformities, defective products, and other problems. 
Training: Ensure that all personnel are trained and qualified to perform their assigned responsibilities. 
This includes training specific to the use, maintenance, and application of the QMS and associated 
regulatory requirements. 
Supplier Management : Establish and maintain a supplier management system that ensures external 
providers meet all specified requirements and quality standards. 
Device History Records: Maintain device history records that demonstrate the device was manufactured in 
accordance with the design specifications and QMS requirements. 
By the end of Stage 3, the laboratory should have a robust, fully operational QMS that aligns with both 
FDA expectations and international standards like ISO 13485:2016, further preparing them for any 
future regulatory audits or inspections. 

Stage 4 Compliance 
Within 3.5 Years 
(November 6, 
2027) 

Beginning on 
November 6, 2027, 
which is 3.5 years after 
the publication date of 
the final LDT rule, FDA 

will expect compliance 
with premarket review 

requirements for 
high-risk IVDs offered 
as LDTs (IVDs that may 
be classified into class III 
or that are subject to 
licensure under section 
351 of the Public Health 
Service Act), unless a 
premarket submission 
has been received by the 
beginning of this stage 
in which case FDA 

intends to continue to 
exercise enforcement 
discretion for the 
pendency of its review. 

High-risk IVDs will need to 
have been completed or be 
very close to completing the 
premarket approval (PMA) 
process. This involves 
preparing and submitting a 
substantial amount of data 
on device safety and efficacy, 
conducting clinical trials, 
and undergoing rigorous 
FDA review. Laboratories 
must allocate significant 
resources towards 
compliance documentation 
and regulatory strategy. 

Submission of Premarket Approval (PMA): Laboratories must prepare and submit a PMA for each 
high-risk IVD. This involves compiling comprehensive data on the device’s safety, effectiveness, and 
manufacturing processes. The PMA must include clinical trial data that demonstrates the device’s safety 
and effectiveness. 
Risk Assessment: Conduct a thorough risk assessment as part of the PMA process. This includes 
identifying and evaluating potential risks associated with the device. The assessment should align with 
FDA guidance and consider both the likelihood of harm occurring and the severity of the harm. 
Quality Data and Manufacturing Information: Provide detailed information about the device’s design, 
manufacturing process, and quality control measures. This is critical to ensure the device consistently 
meets safety and performance standards. 
Regulatory Compliance: Ensure that all regulatory requirements are met, including labeling, reporting of 
adverse events, and post- market surveillance. Compliance with these regulations must be maintained 
and documented. 
FDA Review and Feedback : Once submitted, the PMA undergoes a rigorous review process by the FDA. 
Laboratories should be prepared to provide additional information and participate in discussions with 
the FDA to address any questions or concerns regarding the application. 
Timeline and Resource Allocation: Understand and plan for the time- intensive nature of the PMA 

process, which often extends beyond the initial submission. Allocate sufficient resources, including 
expert regulatory advice and support, to navigate this phase effectively. 
Engagement with FDA: Engage proactively with the FDA through pre-submission meetings and other 
regulatory interactions to clarify expectations and requirements for the PMA submission. This can help 
in anticipating potential challenges and aligning the submission with FDA expectations. 

( continued on next page ) 
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Table 1 ( continued ) 

Stage Compliance 
Time Frame 

Requirements Operations Impact Strategic Actions 

Stage 5 Compliance 
Within 4 Years 
(April 6, 2028) 

Beginning on May 6, 
2028, which is 4 years 
after the publication 
date of the final LDT 

rule, FDA will expect 
compliance with 
premarket review 

requirements for 
moderate-risk and 
low-risk IVDs offered as 
LDTs (that require 
premarket submissions), 
unless a premarket 
submission has been 
received by the 
beginning of this stage 
in which case FDA 

intends to continue to 
exercise enforcement 
discretion for the 
pendency of its review. 

For moderate and low-risk 
devices, the necessary 510(k) 
submissions or De Novo 
requests must be prepared 
and submitted, 
demonstrating that these 
IVDs are safe and effective. 
This may involve 
comparative studies, 
performance testing, and 
additional documentation to 
prove substantial 
equivalence or support a 
classification request. 
Laboratories need to 
prepare for possible FDA 

feedback and additional data 
requests. 

Premarket Notification (510(k)) for Class II Devices: Laboratories must submit a 510(k) notification to the 
FDA demonstrating that the moderate-risk IVD is substantially equivalent to another legally marketed 
device in the U.S. This involves a comparative analysis demonstrating that the new device is as safe and 
effective as the existing one. 
De Novo Classification Request for Novel Class I and II Devices: If no predicate exists, laboratories may need 
to submit a De Novo classification request to obtain FDA approval for a new classification for low or 
moderate-risk devices that do not have a legally marketed predicate. 
Documentation and Evidence: Comprehensive documentation must be prepared, including data from 

clinical or analytical studies that support the safety and efficacy of the device. The documentation 
should also detail the device’s intended use, technical characteristics, and manufacturing process. 
Quality System (QS) Regulation Compliance: Ensure that the device manufacturing process is compliant 
with QS regulations, particularly focusing on areas such as design controls, production and process 
controls, and corrective and preventive actions. 
Regulatory Strategy and Communication: Develop a clear regulatory strategy for each device, including 
timelines for submissions and potential FDA interactions. Engage with the FDA through 
pre-submission meetings or early feasibility studies to clarify requirements and streamline the review 

process. 
Risk Management and Post-Market Surveillance: Implement robust risk management practices and plan 
for ongoing post-market surveillance to monitor the safety and effectiveness of the device after it has 
entered the market. 
Resource Allocation and Planning: Allocate appropriate resources for the potentially lengthy and 
resource-intensive process of preparing and supporting premarket submissions. This includes technical, 
clinical, and regulatory expertise. 
Stakeholder Engagement: Engage with key stakeholders, including clinical experts and potential users, to 
gather supportive evidence and endorsements that reinforce the clinical utility and safety of the device. 

Table 1 is author generated 
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Adapting to new FDA compliance challenges 

The overarching implication of the new FDA 
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implementation of these regulations will potenti
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ity management systems and processes that meet
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Concluding thoughts 
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on the integration and management of healthc
tems, understanding these regulatory changes is
suring that laboratory information systems and 

tocols align with new regulatory standards will
maintaining the efficacy and safety of LDTs. Th
this regulatory update may necessitate a reevalu
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The developments discussed here should stimu
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medicine field continues to evolve, continuous e
these regulatory changes will be crucial in shapi
diagnostic medicine, ensuring that it not only me
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