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Policy Description

Immune cell function assays involve measurement of peripheral blood lymphocyte response (intracellular
ATP levels, proliferation) following stimulation to assess the degree of functionality of the cell-mediated
immune response.!

For guidance on procedures utilizing flow cytometry, please refer to AHS-F2019 Flow Cytometry.
Indications and/or Limitations of Coverage

Application of coverage criteria is dependent upon an individual’s benefit coverage at the time of the
request. Specifications pertaining to Medicare and Medicaid can be found in the “Applicable State and
Federal Regulations” section of this policy document.

The following does not meet coverage criteria due to a lack of available published scientific literature
confirming that the test(s) is/are required and beneficial for the diagnosis and treatment of an individual’s
illness.

1) For all situations, an immune cell function assay (e.g., Pleximmune™, Pleximark™) DOES NOT
MEET COVERAGE CRITERIA.

Applicable State and Federal Regulations

DISCLAIMER: If there is a conflict between this Policy and any relevant, applicable government policy
for a particular member [e.g., Local Coverage Determinations (LCDs) or National Coverage
Determinations (NCDs) for Medicare and/or state coverage for Medicaid], then the government policy
will be used to make the determination. For the most up-to-date Medicare policies and coverage, please
visit the Medicare search website: https://www.cms.gov/medicare-coverage-database/search.aspx. For
the most up-to-date Medicaid policies and coverage, visit the applicable state Medicaid website.

Food and Drug Administration (FDA)

Many labs have developed specific tests that they must validate and perform in house. These laboratory-
developed tests (LDTs) are regulated by the Centers for Medicare and Medicaid (CMS) as high-
complexity tests under the Clinical Laboratory Improvement Amendments of 1988 (CLIA ’88). LDTs are
not approved or cleared by the U. S. Food and Drug Administration; however, FDA clearance or approval
is not currently required for clinical use.
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ImmuKnow® (Viracor, previously, Cylex) is an immune cell function assay cleared for marketing by the
U.S. Food and Drug Administration (FDA) in April 2002 to detect cell-mediated immunity (CMI) in an
immunosuppressed patient population. Cylex obtained 510(k) clearances from the FDA to market the
Immune Cell Function Assay based on substantial equivalence to two flow cytometry reagents. The FDA-
indicated use of the Cylex Immune Cell Function Assay is for the detection of CMI in an
immunosuppressed population. A subsequent 510(k) marketing clearance for a device modification was
issued by the FDA for this assay in 2010. There were no changes to the indications or intended use.

In August 2014, Pleximmune™ (Plexision, Pittsburgh, PA) was approved by FDA through the
humanitarian device exemption process. The test is intended for use in the pre-transplantation and early
and late post-transplantation period in pediatric liver and small bowel transplant patients for the purpose
of predicting the risk of transplant rejection within 60 days after transplantation or 60 days after sampling.

Applicable CPT/HCPCS Procedure Codes

CPT Code Description

Transplantation medicine (allograft rejection, pediatric liver and small bowel), measurement
of donor and third-party-induced CD154+T-cytotoxic memory cells, utilizing whole
peripheral blood, algorithm reported as a rejection risk score

Proprietary test: Pleximmune™

81560 | Lab/Manufacturer: Plexision, Inc

Cellular function assay involving stimulation (eg, mitogen or antigen) and detection of
86352 | biomarker (eg, ATP)

Transplantation medicine (allograft rejection, renal), measurement of donor and third-party-
induced CD154+T-cytotoxic memory cells, utilizing whole peripheral blood, algorithm
reported as a rejection risk score

Proprietary test: Pleximark™

0018M | Lab/Manufacturer: Plexision, Inc

Current Procedural Terminology® American Medical Association. All Rights reserved.

Procedure codes appearing in Medical Policy documents are included only as a general reference tool for
each policy. They may not be all-inclusive.
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VI. Revision History

Revision Date Summary of Changes

12/03/2025 | Reviewed and Updated: Updated the background, guidelines and recommendations, and
evidence-based scientific references. Literature review did not necessitate any
modifications to coverage criteria. The following edits were made for clarity:

CCl, corrected error in name of test (Pleximark™)
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