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Preface

On Apr 29 2024, the FDA announced a final rule for reqgulating
CLIALDTs, essentiallytreatingLDTsas|VDs(invitrodevices)that
are manufactured by a single laboratory. This note summarizes
the guidance and explores implications for existing and new
CLIA LDTs. For those who might need assistance to assess or
meet these requirements, Strand will be happy to help.

FDA LDT Guidance Summary

AnIVD(InVitro Diagnostic)isadevice under the Federal Food,
Drug and Cosmetic Act (FD&C) and needs to be compliant
with device requirements in the FD&C Act.

Laboratory Developed Tests (LDTs) are 1VDs intended for
clinical use and are designed, manufactured and used
within a single clinical laboratory certified under the Clinical
Laboratory Improvements Amendments (CLIA, 1988). Thus
far, the FDA has exercised “enforcement discretion” for
LDTs, i.e., it has generally not required LDTs to comply with
the device requirementsin the FD&C Act.

However, in April 2024, the FDA announced a phaseout
of the general enforcement discretion policies, citing the
increased use of LDTs, by a more diverse population, and for
the purpose of guiding healthcare decisions.
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By when?

The phaseout of enforcement discretion consists of 5 stages. Each Stage enforces a
successively greater degree of compliance with the device requirements in the FD&C Act
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Which LDTs?

FDA will continue to exercise enforcement discretion, i.e., not all of the rules above will be
applicable to all laboratories. For clarity, the types of compliance required are divided into
Tiers 0-1V in the table below, with Tier O listing tests for which the compliance required by the
final rule is already expected and enforced.
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New Molecular LDTs

Laboratories  seeking to  develop,

manufacture and market LDTs after the

publication of the Final Rule (new LDTs) will
need to determine:

a. Exemptions: to what degree, if any,
they qualify for any exemptions.

b. Systems and Processes: Based on the
answer to a., what systems and process
willneed to accompany the LDT in order
to comply with the final rule.

c. Timeline: Based onthe answertob. and
the Stages of enforcement discretion
phaseout, when these systems and
processes need to be put into place.

d. Cost: Based onthe answerstob, and c,
the costs of setting up these processes.

Is my LDT exempt? If so, to
what degree?

Exempt from all requirements.

a. Your molecular test is exempt from all
final rule requirementsifitisan HLA
test

b. Your molecular test is exempt from all
final rule requirementsifit'sa Tier | test
as in the above table. For molecular
tests, the only plausible such category
other than the HLA test is the 1976~
type test, which requires the use of
fully manual processes by laboratory
personnel, the use of components
legally marketed for clinical use, e.qg.
tests that exclusively use other IVDs
marketed for clinical use, and are used
within a CLIA-approved lab. Most new
molecular tests will not fall under a
1976-type test category, due to its
use of modern automation as well as
components that may be RUO.

Exempt from premarket review
requirements.

Your test is exempt from premarket review
requirements if it's eithera Tier 2 or 3 test
in the above table. For new molecular lab
tests, this generally implies a further two
possibilities:

a. LDTs for unmet needs manufactured
and performed by labs integrated in
the healthcare system treating the
patient.

This requires fulfilling two criteria:

« Does my LDT fulfillan unmet need?

« Will my test or can my test be
integrated into the healthcare
system treating the patient, i.e., a
hospital or an academic medical
center (AMC)?

b. LDTs that have NY State CLEP
approval. If your lab is in the state of
New York, oris otherwise seeking to
market its LDT in the state of New York,
it willneed NY State CLEP approval.
Obtaining NY State CLEP approval
will further exempt your LDT from the
onerous premarket approval needed in
either Stage 4 for high risk or Stage b
for medium and low-risk LDTs.

Note that LDTs under item 2a are further

exempt from most quality system

requirements needed by Stage 3, except
record keeping and complaint file keeping
requirements.

The FDA notes it anticipates that many

LDTs manufactured by AMC laboratories

will fall within the unmet needs policy.

This has led to the recommendation that

companies with new LDTs that choose to

partner with AMCs might need

only Tier Il rather than Tier Il compliance.

However, unless the new LDT fulfills an

unmet need, merely partnering with

AMC is unlikely to result in a lower tier of

compliance. Offering the testinan AMC

also has commercial implications for the

LDT beyond the scope of this document.
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What systems and processes do | need to set in place, and when?

Most new molecular LDT manufacturers will not be exempt and hence fall under one of the

Tiers I, lll, or IV.

What will this cost?

Determining the cost of compliance for a

new molecular LDT to the new LDT rule will

depend on:

1. Adetailed description of the LDT

2. Accompanying descriptions/
documents of validation of LDT, CLIA
reports, etc.

3. Planned LDTs.

4. Laboratory systems currently in place

5. Compliance to MDR, correction and
removal, QS labelling, investigational
use etc currently in effect.

6. Laboratory budgets by year for new
systems.

Depending on item 1, Strand will consult
with the laboratoryina=2 month timeframe
to determine the systems that need to
be put in place for a phased compliance
with Stages 1, 2 and 3 of the Final Rule.
Additionally, if the test requires either
Stage 4 or 5 premarket review compliance,
Strand will interface with an FDA consultant
to come up with a plan for such compliance,
as well as timelines. Since Stage 4/5
compliance is not needed before Nov 2027,
this is expected to occur well after the
Stage 1-3 consultation above.
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Provisos

Determining the cost of compliance foranew molecular LDT to the new LDT

rule will depend on:

1. The FDA's ability to requlate LDTs emerges from its classification of
LDTs as a type of IVD. Both its ability to regulate and the classification
are being or are soon expected to be legally contested.

2. FDA notes in the preamble to the Final Rule that it “retains discretion
to pursue enforcement action at any time against violative IVDs when
appropriate,” regardless of enforcement discretions specified in the
Final Rule.
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We were very impressed with the quality of work and timeliness;
you're definitely our go-to for bioinformatics consulting

- Director, Bioinformatics, lllumina

We were immensely impressed by Strand's ability to rapidly recruit
a substantially sized clinical cohort of cancer patients, and to
design and run a complex liquid biopsy panel on samples drawn
from the cohort, all in roughly a year’s time.

- Dr. Nishant Agarwal
Chief of Otolaryngology-Head and Neck surgery and
director of Head and Neck Surgical Oncology,
University of Chicago.

We have been using the StrandOmics pipeline to analyze and
generate areport for our clinical cancer panels for over three years
now. i would highly recommend using it to analyze data generated
from clinical cancer NGS panels and the outputted clinical report
provided after analysis.

- Senior Scientist/ Medical laboratory director for NY State,
Prim Bio Research Institiute



