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I. Policy Description 

A thrombosis, also known as a blood clot, occurs within blood vessels in the body. The two main types 

of thrombosis include venous thrombosis, which is when a vein is blocked due to a blood clot, and arterial 

thrombosis, which is when an artery is blocked due to a blood clot. Thrombophilias refer to hereditary 

and/or acquired abnormalities of hemostasis that predispose patients to thrombosis.1 The most common 

presentations of venous thromboembolism (VTE) are deep vein thrombosis (DVT) and pulmonary 

embolism (PE).2 

Terms such as male and female are used when necessary to refer to sex assigned at birth. 

II. 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. 

1) For individuals without recurrent venous thromboembolism (VTE) risk factors (e.g., surgery, prolonged 

immobilization, collagen vascular disease, malignancy, certain hematologic disorders), plasma testing 

for protein C deficiency, protein S deficiency, and antithrombin III deficiency (see Note 1 and Note 2) 

MEETS COVERAGE CRITERIA in any of the following situations: 

a) For individuals less than 50 years of age who have experienced any deep venous thrombosis (DVT) 

or pulmonary embolism (PE). 

b) For individuals who have experienced a DVT in unusual sites (e.g., hepatic, mesenteric, or cerebral 

veins). 

c) For individuals who have experienced a DVT and who have a strong family history of thrombotic 

disease. 

d) For individuals who have experienced a DVT and who are pregnant or who are taking oral 

contraceptives (OCs). 

e) For first- and second-degree relatives (see Note 3) of individuals who experienced a DVT before 

50 years of age. 
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f) Before the administration of oral contraceptives, targeted testing of individuals with a personal or 

family history of DVT. 

g) For pediatric individuals who have suffered from a pediatric arterial ischemic stroke. 

2) For individuals with warfarin-induced skin necrosis or for infants who develop neonatal purpura 

fulminans, plasma testing for protein C deficiency and protein S deficiency (see Note 1) MEETS 

COVERAGE CRITERIA.  

3) Venous thrombosis risk testing for superficial venous thrombosis (including superficial 

thrombophlebitis and varicosities) DOES NOT MEET COVERAGE CRITERIA. 

4) For all situations, activated protein C (aPC) resistance assay DOES NOT MEET COVERAGE 

CRITERIA.  

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. 

5) DVT risk testing as part of a pre-transplant evaluation test DOES NOT MEET COVERAGE 

CRITERIA.  

 

NOTES: 

Note 1: Plasma testing for protein C deficiency, protein S deficiency, and antithrombin III deficiency should 

be performed at least six weeks after the acute thrombotic event and while the patient is not taking 

anticoagulants.  

Note 2: In addition to plasma testing (protein C deficiency, protein S deficiency, antithrombin III 

deficiency), risk factor testing for individuals suspected of having a hereditary and/or acquired 

thrombophilia should include genetic testing for Factor V Leiden and Prothrombin gene G20210A 

mutations. 

Note 3: First-degree relatives include parents, full siblings, and children of the individual. Second-degree 

relatives include grandparents, aunts, uncles, nieces, nephews, grandchildren, and half-siblings of the 

individual.  

III. 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, please visit the applicable state Medicaid website. 

https://www.cms.gov/medicare-coverage-database/search.aspx
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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. 

IV. Applicable CPT/HCPCS Procedure Codes 

CPT  Code Description 

85300 Clotting inhibitors or anticoagulants; antithrombin III, activity 

85301 Clotting inhibitors or anticoagulants; antithrombin III, antigen assay 

85302 Clotting inhibitors or anticoagulants; protein C, antigen 

85303 Clotting inhibitors or anticoagulants; protein C, activity 

85305 Clotting inhibitors or anticoagulants; protein S, total 

85306 Clotting inhibitors or anticoagulants; protein S, free 

85307 Activated Protein C (APC) resistance assay 

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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Revision Date Summary of Changes 

03/18/2026 Reviewed and Updated: Updated the background, guidelines and recommendations, and 

evidence-based scientific references. Literature review necessitated the following 
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Update to ACMG guidelines results in removal of CC1.f., as it is no longer included as a 

recommended condition for thrombophilia risk testing.  

Former CC1.d. edited for clarity. 

For clarity, removed “Assays for clotting inhibitors amount and function should be 

performed prior to any molecular testing.” from Note 1. 
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