LDT Final Rule
Resources & Impacts for
Public Health Laboratories

Kara Levinson, PhD, MPH, D(ABMM)

Tennessee Public Health Lab Director




Beginning

May &,
2025

Medical Device
Reporting

Correction and
Remaoval
Reporting

Quality System
Requirements
re: Complaint
Files

Beginning

May B,
2026

Phaseout Policy

FDA is phasing out its general enforcement discretion approach for LDTs in stages, so that IVDs
manufactured by a laboratory will generally fall under the same enforcement approach as other IVDs
(i.e., FDA's expectations for compliance will generally be the same), according to the following timeline:

Requirements
not covered in
other stages
including:

Establishment
Registration &
Device Listing

Labeling
Requirements

Investigational
Requirements

Beginning
May 6,

2027

Beginning

November

6, 2027

Quality System
Requirements®

Premarket
Review for High
Risk IVDs

*For LDTs, FDA will expect compliance with:

design controls under § 820.30;

purchasing controls (including supplier controls) under §

820.50;

Beginning
May 6, Premarket
2028 Review for
Moderate and
Low™** Risk
IVDs

**Most Low Risk
IVDs are exempt
from premarket

review

acceptance activities (receiving, in-process, and finished
device acceptance) under §§ 820.80 and 820.86;

CAPA under § 820.100; and

records requirements under part 820, subpart M
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Impact on PHLs:

= Shouldn't stop implementation of LDTs but changes

approach
= Puts focus on diagnostic vs. surveillance testing

= Phases will require increasing changes to PHL structure &

Processes
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APHL Guide:

APHL Guide to the LDT Final Rule §$

133
A Step-by-Step Guide to Stage One Requirements for A F‘I‘H L
Public Health Laborstories = March 2025 [

fn May 2024, FDA getermined to gradually phase out its current general enforcement discretion
approach fr Labaratory Develoged Tests (LOTs) 50 that In vitro Diagnostic (VD) devices
manufsctired by 3 iaoratary will generaly fall under the same enforcement sgproach as other
VoS, In particwar, FDA has structured the phaseout policy to contain fve key stages as is
ilfustrated in the FOA figure, bel it the Feders! Redister's WMedical Devices - Laborstary
Devefaped Tests wehpage for mare detaiis.

In 2025, aftsr o change in Administration, and in the obesrce of dear guidance obout the future of support for the
Final Auls, APHL i teking & *staythe-coume” position. AFHL sncouragos public hesl labosboris to meet the Sags
Ons reauinsmants thak ans TOCLssd On SNaURNE that e IGHaraton has the CEpGhRy 10 Monsor ona rsport olvarss
avenis thet may s sesociebed with @ beat Thees are important aspecs of & comprehensive Queliy Menagsment
Sywtarm (QMS] This marusl foousss on Stage One Maquinsmsnts. SUDSSOUSTT Varsions will Qoorsas Igter staxs
resgpremere

Phaseout Policy .

FDWA is phasing out its general enforcement discretion approach for LDTs in stages, 5o that WDs
marufactured by a Laboratony will generally fall under the same enforcemant appeoach as other VD5
{i.e., FOA's expectations for compliance will generally be the same], according to the following timelines
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https://www.aphl.org/policy/Advocacy_Documents/APHL%20Guide%20to%20Meeting%20the%20LDT%20Final%20Rule%20Stage%201%20Requirements.pdf

Phase 1: Ensuring labs monitor & report adverse events

that may be associated with a test

Medical Device
Reporting

Phaseout Policy

FDA is phasing out its general enforcement discretion approach for LDTs in stages, so that IVDs
manufactured by a laboratory will generally fall under the same enforcement approach as other IVDs
(i.e., FDA's expectations for compliance will generally be the same), according to the following timeline:

Requirements
not covered in
other stages
including:

Correction and
Remowval
Reporting

Establishment
Registration &
Device Listing

Beginning

November

6, 2027

Quality System
Requirements*

Quality System
Requirements
re: Complaint
Files

Labeling
Requirements

Investigational
Requirements

Premarket
Review for High
Risk IVDs

*For LDTs, FDA will expect compliance with:

design controls under § 820.30;

purchasing controls (including supplier controls) under &

820.50;

acceptance activities (receiving, in-process, and finished

device acceptance) under §§ 820.80 and 820.86;

CAPA under § 820.100; and

records requirements under part 820, subpart M

Premarket
Review for
Moderate and
Low™* Risk
IVDs

**Most Low Risk
IVDs are exempt
from premarket

review
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Phase 1: Build on QMS, but don’t reinvent the wheel

Process Overview

Determine
whether
complaint,
ISSue, or

Complaint Follow internal
received procedures
ar |in-:|u-::|.-n_|.3
complainks,

correction or
removal is
reportable to
FDA

Issue with MDRs,
device corrections and
identified removals)

Focus on establishment of formal, consistent
documentation and reporting practices
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LDTs that must be compliant with Phase 1 reporting

requirements

6.

The following PHL LDTs must be compliant with the Stage 1 reporting requirements by May 6, 2025.
1

LDTs in use before May 6, 2024 that are not modified or are modified in limited ways (see Allowable
Modifications under definitions).

FDA-authorized tests that become LDTs due to modifications of another manufacturer's 510(K) or De Movo
authorized test.

Mew LDTs for emerging outbreaks (such as for Oropouche virus and highly pathogenic avian influenza).
LDTs approved by the New York State Clinical Laboratory Evaluation Program (NYS CLEP).

LDTs for unmet needs that are manufactured and performed by labs integrated within the healthcare system
treating the patient.

Mew LDTs developed/marketed after May 6, 2024,

Mote that FDA does generally not intend enforce premarket review and QMS requirements on LDTs that were first
marketed, i.e. in use in the PHL, prior to the date of issuance of this rule, May 6, 2024, and that are not modified, or
that are modified in certain limited ways.
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10 steps to meet the Phase 1 requirements

Medical Device
Reporting

Correction and
Removal
Reporting

Quality System
Requirements

re: Complaint
Files

Requirements
not covered in
other stages
including:

Establishment
Registration &
Device Listing

Quality System
Requirements*

Premarket
Review for High
Risk IVDs

Labeling
Requirements

Investigational
Requirements

*For LDTs, FDA will expect compliance with:

design controls under § 820.30;

purchasing controls (including supplier controls) under §

820.50;

acceptance activities (receiving, in-process, and finished

device acceptance) under §§ 820.80 and 820.86;

CAPA under § 820.100; and

records requirements under part 820, subpart M

Premarket
Review for
Moderate and
Low™* Risk
IVDs

**Most Low Risk
IVDs are exempt
from premarket
review
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10 steps to meet the Phase 1 requirements

"ll 3 &
¥ Medical Device

Reporting

Correction and
Remawval
Reporting

Quality System
Requirements

re: Complaint
Files

1. Set up LDT
management team

2. Compile list of LDTs

3. Develop process to
receive complaints

4. Implement FDA syste

for submitting reports

m

_Health

5. Establish an account

AV 4

6. Establish an FEI
number

7. Establish device
product codes for your
LDTs

8. Identify adverse event
codes for reporting

9. Determine what needs
to be reported to FDA

10. Notify FDA about test
corrections/removals

VNV VNV N




Who needs to be involved

1. Set up LDT = |ead scientist
management team . Informatics
= Quality

= CLIA director
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_Health




Take stock of LDTs in your lab

2. Compile list of LDTs > Template linked in guide

= Test name, method, section

= |[VD/RUO marking, FDA cleared/approved

= Type of LDT, any modifications, test
components

= Estimated annual test volume

= Validated prior to May 6, 2024, date

= Priority

= Possibility of discontinuation, alternatives




Need defined process to receive complaints

3. Develop process to
receive complaints

Complaint Investigation Records ﬁ

Required documentation includes:

The nature and details of the

complaint
Any unigue device identifier (UDI) or universal
product code (UPC), and any other device S

2]

5 X

_ Any corrective action taken
identification(s) and control number(s) used

Any reply to the complainant

“*PHLs may not have all the info/data, can put N/A on those fields in the forms
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Medical device reporting biggest lift for Phase 1

4. Implement FDA system
for submitting reports

. .
What You Need in Order to Submit

- E_ Y .. =i Y
i .I -

The Facility FEI (FDA Classification product ategorie
Establishment Identifier) codes are a method of Required to sub :
Number data element is a classifying and tracking one code per catego
number assigned by the medical devices ole e lowest leve
FDA for tracking Are used for internal ost detailed code o
inspections tracking purposes, such as odes necessary to

The FEl number can be
requested at no cost from
FDA at

adverse event monitoring describe
or compliance actions

Are assigned and

maintained by the Agency

“* Lean on your document control system
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APHL Guide:

5. Establish an account

eMDR Submission Process

3. Save Acknowledgment 3
(Ack3) in internal MDR event
files for the corresponding
complaint

1. Create the MDR in eSubmitter

* Use your assigned FDA Establishment
Identifier (FEI) number

* Prepare and package into .zip file

Submit the MDR through WebTrader: Tutorial
Log into WebTrader Production using the same credentials as Test

Click “Send Document” to begin the submission process

Select “Adverse Events” as the submission type and submit the .zip file generated
by eSubmitter

Will receive 3 acknowledgements; confirm the Ack3 (the HTML file) shows “Pass” =

2.
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Limited cost impact on PHLs for now

6. Establish an FEI
number

Most state and federal PHLS will not need to pay
registration/submission fees (see linked table in Guide)

Food, Drug, and Cosmetic Act (738(a)(3)(B)(i)):

State or Federal Government sponsors: No fee shall be required under
subparagraph (A) for a premarket application, premarket report,
supplement, premarket notification submission, or de novo classification
request submitted by a State or Federal Government entity unless the
device involved is to be distributed commercially.

Department of
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https://urldefense.com/v3/__https:/uscode.house.gov/view.xhtml?req=(title:21*20section:379j*20edition:prelim)__;JSU!!PRtDf9A!tQ0nL-uAj4cHn7kKaiOhJNf5fX4fYPKulRX4eolwuhwQEvP3dSipiBjbM1hfHmAHioh8-LHP8PhpG8TilOHy5mqLGQ$

No LDT-specific codes, find best fit

product codes for your L Soenons by Wi LB

Laboratory developed tests (LDTs) that are approved by the New York State Department of Health Clinical Laboratory

Evaluation Program (NYS CLEP) described in section V.B.2 of the preamble to the LDT Final Rule (89 FR 37286).

7. Establish device > LDT Product Codes W

IVD offered as LDT, not an LDT or under a targeted enforcement discretion policy described in preamble to LDT Final
Rule

In vitro diagnostic products (IVDs) offered as laboratory developed tests (LDTs) that are not designed, manufactured, and
used within a single laboratory, are within the scope of the phaseout policy and are not subject to a targeted enforcement
discretion policy described in the preamble to the LDT Final Rule (89 FR 37286).

SCI

LDT, not under a targeted enforcement discretion policy described in preamble to LDT Final Rule
Laboratory developed tests (LDTs) within the scope of the phaseout policy and not subject to a targeted enforcement
discretion policy described in section V.B of the preamble to the LDT Final Rule (B9 FR 37286).

LDT, Non-molecular antisera for RBC antigens when there is no alternative IVD

Non-molecular antisera laboratory developed tests (LDTs) for rare red blood cell (RBC) antigens when manufactured and
performed by blood establishments, including transfusion services and immunohematology laboratories, and when there
is no alternative in vitro diagnostic product (IVD) available to meet the patient's need for a compatible blood transfusion
within the scope described in Section V.B.3 of the preambile to the Final LDT Rule (82 FR 37286).

VD offered as LDT, first marketed before May 6, 2024, not modified beyond scope described in preamble to LDT Final
Rule

SCE Currently marketed in vitro diagnostic products (IVDs) offered as laboratory developed tests (LDTs) that were first
marketed prior to May 6, 2024, and not modified following that date or not modified beyond the scope described in
section V.B.3 of the preambile to the LOT Final Rule (89 FR 37286).

LDT, unmet need within an integrated healthcare system
Laboratory developed tests (LDTs) manufactured and performed by a laboratory integrated within a healthcare system to

meet an unmet need of patients receiving care within the same healthcare system as described in section V.B.3 of the
preamble to the LDT Final Rule (89 FR 37286).

Modified version of another manufacturer's FDA-authorized test within scope described in preamble to LDT Final Rule
When a laboratory certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA) and meeting CLIA's
regulatory requirements to perform high complexity testing modifies another manufacturer’s 510(k) cleared or De Novo
authorized test, and in compliance as described in section V.C.3 of the preamble to the LDT Final Rule, in a manner that
could not significantly affect the safety or effectiveness of the test and does not constitute a major change or
maodification in intended use, and where the modified test is performed only in the laboratory making the maodification
as described in sections V.C.4 and V.C.5 of the preamble to the LDT Final Rule (89 FR 37286).

TN
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Adverse events = non-conforming events

but not all NCEs are reportable adverse events

8. Identify adverse event
codes for reporting

Health

D Medical Device Problem: Annex A Problems (malfunction, deterioration of function, failure) of medical
B devices
]
1]
£ Medical Device Component: Annex G The parts and components which were involved in, or affected by, the
g medical device adverse event/incident.
™ Cause Investigation - Type of What was investigated and what kind of investigation was conducted to
E Investigation: Annex B specify the root cause of the adverse event.
S
e Cause Investigation - Investigation The findings in the specific investigation that are the keys to identify the
-E Flndlng: Annex C root cause of the event.
= Annex L
=
E Cause Investigation - Investigation The conclusion regarding the root cause of the reported event.
Conclusion: Annex D
2 [ Health Effects - Clinical Signs and The clinical signs and symptoms or conditions of the affected person
S Symptoms or Conditions: Annex E appearing as a result of the medical device adverse event/incident.
oy
=
= Health Effects - Health Impact: Annex F The consequences of the medical device adverse event/incident on the
a - person affected.




Investigation & decision-making must be documented

9. Determine what needs
to be reported to FDA

What is an MDR Reportable Event?

Uses An event that manufacturers become aware of that
Starts with defined reasonably suggests that one of their marketed devices:
complaint — decision- — May have caused or contributed to a death or
investigation making serious Injury, OR o
processes Has malfunctioned and that the device or a
. similar device marketed by the manufacturer

would be likely to cause or contribute to a
death or serious injury if the malfunction were
to recur

_Health




PHL must notify FDA of changes to a test

10. Notify FDA about test
corrections/removals
= Removal=physical change in device (test) location
= Correction=modification/adjustment of device

Relative degree of health hazard presented by the product being recalled

EA FIM R

Report Required Report Required Record Keeping Required

Department of
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Additional resources

= FDA webinar

— "“IVDs-MDR Requirements, Correction and Removal Reporting

Requirements, and Quality System Complaint Requirements” webinar

link, slides link

= APHL LDT website

= ARUP webinar (minutes 4:00-23:30 for Phase 1)

= Questions? LDTquestions@aphl.org



https://www.fda.gov/medical-devices/medical-devices-news-and-events/webinar-in-vitro-diagnostic-products-ivds-mdr-requirements-correction-and-removal-reporting
https://www.fda.gov/medical-devices/medical-devices-news-and-events/webinar-in-vitro-diagnostic-products-ivds-mdr-requirements-correction-and-removal-reporting
https://www.fda.gov/media/181138/download?attachment
https://www.aphl.org/policy/Pages/LDT-members.aspx
https://myadlm.org/advocacy-and-outreach/congressional-briefings/complying-with-the-fdas-rule-on-ldts-what-you-need-to-do-and-when
mailto:LDTquestions@aphl.org

Takeaway

= We all want the same thing, timely and accurate tests

= Phase 1 is an opportunity to take existing QMS and make it more
robust

Schools Media Mursing

Homes

—— Policy
Makers

: // Transit
Elected -

Corrections ___ Officials
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