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Coverage Indications, Limitations, and/or Medical Necessity

During the last two decades the interest in CV biomarkers as early screening tools has risen dramatically, largely fueled by the
recognition that traditional CV risk factors (diabetes, smoking, hypertension and hyperlipidemia) do not fully explain individual variation
in CV risk, and by advances in genetic and molecular research. Risk assessment for determining the 10-year risk for developing CHD
is traditionally carried out using the Framingham risk score (http://www.nhlbi.nih.gov/guidelines/cholesterol/atp3xsum.pdf) or other
classification that incorporates a lipid profile in the calculation. Despite the Framingham risk-scoring tool, clinicians have sought non-
traditional lipid and other biomarker measurements to predict CV events. The most promising biomarkers are the ones that closely
correlate with the pathophysiological process of the disease. In general, there is evidence that some of these biomarkers may alter risk
categorization (higher or lower) compared to traditional risk prediction, but it has not been established that changes in categorization
provides clinically actionable information beyond that of traditional lipid measures. In addition, no study has provided high-quality
evidence that measurement of non-traditional lipid and other biomarkers leads to changes in management that improve health outcomes.

To provide clinically useful knowledge, a biomarker should meet the following criteria:

Adds clinical knowledge that improves patient outcomes (criteria for Medicare “reasonable and necessary”);
Provides risk information that is independent of established predictors;
Is easy to measure and interpret in the clinical setting; and

Is accurate, reproducible and standardized.

Indications

Under preventative services, Medicare Part B covers the basic lipid panel (total cholesterol, high density lipoprotein-cholesterol (HDL-C),
triglycerides, and low density lipoprotein-cholesterol (LDL-C)) for cardiovascular (CV) disease screening, every 5 years when ordered

by a doctor.

NCD 190.23 covers lipid panel testing for symptomatic patients for evaluating atherosclerotic CV disease, to monitor the progress of
patients on anti-lipid dietary management and pharmacologic therapy for various lipid disorders. Per NCD 190.23, “Routine screening
and prophylactic testing for lipid disorders are not covered by Medicare. While lipid screening may be medically appropriate, Medicare
by statue does not pay for it. Lipid testing in asymptomatic individuals is considered to be screening regardless of the presence of other
risk factors such as family history, tobacco use, etc.”

Limitations

This policy denies coverage for all CV risk assessment panels, except the basic lipid panel, for symptomatic (with signs and symptoms)
patients with suspected or documented CV disease because panel testing is not specific to a given patient’s lipid abnormality or disease.
The policy indicates the medical indication(s) based on published scientific articles and consensus guidelines for individual lipid
biomarkers that may be covered to characterize a given lipid abnormality or disease, to determine a treatment plan or to assist with
intensification of therapy. Each individual lipid biomarkers must be specifically ordered and the reason for the test order documented in
the patient’s medical record. The policy denies coverage for all non-lipid biomarkers when used for CV risk assessment including but not
limited to, biochemical, immunologic, and hematologic, and genetic biomarkers for CV risk assessment regardless of whether ordered in
a panel or individually.

Visit QuestDiagnostics.com/MLCP to view current limited coverage tests, reference guides, and policy information.
To view the complete policy and the full list of medically supportive codes, please refer to the CMS website reference
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CMS Policy (continued)

The following biomarkers, when they are included in a CV risk assessment panel, are non-covered:

Lipoprotein subclasses;

LDL particles;

Intermediate density lipoproteins;

High density lipoprotein AISLpAl and Al/All;

Lipoprotein(a);

Apolipoprotein B (Apo B), apo A-l and apo E;

Lipoprotein-associated phospholipase A2 (Lp-PLA2)

BNP

Cystatin C

Thrombogenic/hematologic actors

Interleukin-6 (IL-6), tissue necrosis factor- a (TNF- a), plasminogen activator inhibitor-1 (PAl-1) and IL-6 promoter polymorphism
Free fatty acids

Visfatin, angiotensin-converting enzyme 1 (ACE2) and serum amyloid A
Microalbumin

Myeloperoxidase (MPO)

Homocysteine and methylenetetrahydrofolate reductase (MTHFR) mutation testing
Uric acid

Vitamin D

White blood cell count

Long-chain omega-3 fatty acids in red blood cell membranes
Gamma-glutamyltransferase (GGT)

Genomic profiling including CardiaRisk angiotensin gene

Leptin, ghrelin, adiponectin and adipokines including retinol binding protein 4 (RBP4) and resistin
Inflammatory markers including VCAM-1, P-selectin (PSEL) and E-selectin (ESEL)

Cardiovascular risk panels

Note #1: There is no Medicare benefit for screening CV risk assessment testing for asymptomatic (without signs or symptoms
of disease) patients. Screening asymptomatic patients for cardiovascular risk is statutorily excluded by Medicare and will not be
addressed in this policy.

Note #2: FDA approval/clearance means that a test/assay has analytical and clinical validity. The FDA does not review clinical

utility (that the test/assay demonstrates improved patient outcomes). To meet Medicare’s “reasonable and necessary” criteria
for coverage, a test/assay must have proven clinical utility.

Visit QuestDiagnostics.com/MLCP to view current limited coverage tests, reference guides, and policy information.
To view the complete policy and the full list of medically supportive codes, please refer to the CMS website reference =~ www.cms.gov P
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CMS Policy

Local policies are determined by the performing test location. This is determined by the state
in which your performing laboratory resides and where your testing is commonly performed.

The ICD10 codes listed below are the top diagnosis codes currently utilized by ordering physicians for the limited coverage st
highlighted above that are also listed as medically supportive under Medicare’s limited coverage policy. If you are ordering this
test for diagnostic reasons that are not covered under Medicare policy, an Advance Beneficiary Notice form is required.

E78.00 Pure hypercholesterolemia, unspecified

E78.01 Familial hypercholesterolemia

E78.41 Elevated Lipoprotein(a)

E78.49 Other hyperlipidemia

E78.5 Hyperlipidemia, unspecified

[10 Essential (primary) hypertension

170.90 Unspecified atherosclerosis

N18.30 Chronic kidney disease, stage 3 unspecified

N18.31 Chronic kidney disease, stage 3a

R07.89 Other chest pain

R07.9 Chest pain, unspecified

Z13.6 Encounter for screening for cardiovascular disorders
Z86.73 Prsnl hx of TIA (TIA), and cereb infrc w/o resid deficits

Visit QuestDiagnostics.com/MLCP to view current limited coverage tests, reference guides, and policy information.
To view the complete policy and the full list of medically supportive codes, please refer to the CMS website reference = www.cms.gov »
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coding to the payer being billed.
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