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Introduction

Connective tissue holds the body together as it surrounds and supports other tissues and
organs. Tendons, ligaments, skin, blood vessels, and cartilage are examples of connective tissue.
Connective tissue is also found in many organs such as the heart and lungs. Connective tissue is
made up of two main proteins, elastin and collagen. If the connective tissue becomes inflamed,
the inflammation can damage the elastin and collagen and it can affect the body parts they are
associated with. There are many different connective tissue diseases, and their symptoms can
overlap. Tests that look at several different substances in the blood at one time have been
developed to try to identify specific connective tissue disorders. These tests are unproven. More
studies are needed to see if they bring more health benefits than the standard ways of
diagnosing these disorders.

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a
service may be covered.
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Policy Coverage Criteria

Investigational

Serum biomarker panel
testing

Serum biomarker panel testing with proprietary algorithms
and/or index scores for the diagnosis of systemic lupus
erythematosus and other connective tissue diseases is
considered investigational.

Description

0062U

Autoimmune (systemic lupus erythematosus), IgG and IgM analysis of 80 biomarkers,
utilizing serum, algorithm reported with a risk score (SLE-key Rule Out)

0312U

Autoimmune diseases (e.g., systemic lupus erythematosus [SLE]), analysis of 8 IgG
autoantibodies and 2 cell-bound complement activation products using enzyme-
linked immunosorbent immunoassay (ELISA), flow cytometry and indirect
immunofluorescence, serum, or plasma and whole blood, individual components
reported along with an algorithmic SLE-likelihood assessment (Avise Lupus)

0446U

Autoimmune diseases (systemic lupus erythematosus [SLE]), analysis of 10 cytokine
soluble mediator biomarkers by immunoassay, plasma, individual components
reported with an algorithmic risk score for current disease activity (new codes effective
4/1/2024)

0447U

Autoimmune diseases (systemic lupus erythematosus [SLE]), analysis of 11 cytokine
soluble mediator biomarkers by immunoassay, plasma, individual components
reported with an algorithmic prognostic risk score for developing a clinical flare (new
codes effective 4/1/2024)

81599

Unlisted multianalyte assay with algorithmic analysis

84999

Unlisted chemistry procedure

Note:

CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).
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Serum Biomarker Panel Tests

Tests offered by Exagen Diagnostics laboratory (see Description and Regulatory Status)
include:

e Avise CTD
e Avise Lupus
e Avise SLE Monitor

e Avise SLE Prognostic

Other tests offered by other laboratories

e SLE-key Rule Out, Veracis, Inc.

Evidence Review

Description

Systemic lupus erythematosus (SLE) is an autoimmune connective tissue disease (CTD) that can
be difficult to diagnose because individuals often present with diverse, nonspecific symptoms
that overlap with other CTDs; to further complicate matters, commonly used laboratory tests are
not highly accurate. Moreover, similar symptoms may also present themselves in individuals with
fibromyalgia. Currently, differential diagnosis depends on a combination of clinical signs and
symptoms and individual laboratory tests. More accurate laboratory tests for SLE and other
CTDs could facilitate diagnosis of the disease. Laboratory-developed, diagnostic panel tests with
proprietary algorithms and/or index scores for the diagnosis of SLE and other autoimmune CTDs
have become commercially available.
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Background

Connective Tissue Diseases

Systemic Lupus Erythematosus

SLE is an autoimmune CTD. It is one of several types of lupus, the others being cutaneous and
drug-induced. About 90% of lupus patients are women between the ages of 15 and 44 years.
SLE causes inflammation and can affect any part of the body, most commonly the skin, heart,
joints, lungs, blood vessels, liver, kidneys, and nervous system. Although generally not fatal, SLE
can increase mortality, most commonly from cardiovascular disease due to accelerated
atherosclerosis. SLE can also lead to kidney failure, which may reduce survival. The survival rate
in the United States is approximately 95% at 5 years and 78% at 20 years.' The morbidity
associated with SLE is substantial. Symptoms such as joint and muscle pain can impact quality of
life and functional status. SLE also increases individuals’ risk of infection, cancer, avascular
necrosis (bone death), and pregnancy complications (e.g., preeclampsia, preterm birth). The
course of the disease is variable, and individuals generally experience flares of mild-to-severe
illness and remission.

Other Connective Tissue Diseases

Several other CTDs may require a differential diagnosis from SLE (e.g., rheumatoid arthritis,
thyroid disease, Sjogren syndrome, antiphospholipid syndrome, and polymyositis).

Rheumatoid arthritis is a chronic inflammatory peripheral polyarthritis. Rheumatoid arthritis can
lead to deformity through stretching of tendons and ligaments and destruction of joints through
erosion of cartilage and bone. Rheumatoid arthritis can also affect the skin, eyes, lungs, heart,
and blood vessels.

Graves disease is an autoimmune disorder that leads to overactivity of the thyroid gland. The
disease arises from thyroid-stimulating hormone receptor antibodies. It is the most common
cause of hyperthyroidism. Blood tests may show raised thyroid-stimulating immunoglobulin

antibodies.

Hashimoto disease, also known as chronic lymphocytic thyroiditis, is an autoimmune disorder
and is the most common cause of hypothyroidism second to iodine insufficiency. It is
characterized by an underactive thyroid gland and gradual thyroid failure. Diagnosis is
confirmed with blood tests for thyroid-stimulating hormone (T4) and antithyroid antibodies.
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Sjégren syndrome is an autoimmune disorder characterized by dryness of the eyes and mouth
due to diminished lacrimal and salivary gland function. Affected individuals may also have
symptoms of fatigue, myalgia, and cognitive dysfunction, which may be difficult to distinguish
clinically from fibromyalgia or medication side effects. Typical antibodies include antinuclear
antibody (ANA), anti-Sjogren-syndrome-related antigen, anti-Sjogren syndrome type B, or
rheumatoid factor.

Antiphospholipid syndrome is a systemic autoimmune disorder characterized by venous or
arterial thrombosis and/or pregnancy morbidity. Antiphospholipid antibodies are directed
against phospholipid-binding proteins.

Polymyositis and dermatomyositis are inflammatory myopathies characterized by muscle
weakness and inflammation. Dermatomyositis may also have skin manifestations.

Summary of Evidence

For individuals with signs and/or symptoms of SLE who receive serum biomarker panel testing,
the evidence includes several diagnostic accuracy studies and one prospective evaluation of
clinical utility that compared the impact of the test results on physicians' evaluation of
individuals with a clinical suspicion for SLE. The relevant outcomes are test accuracy, symptoms,
and quality of life. Observational studies have been primarily retrospective in design, not
performed in the intended-use population and lacking concurrent, appropriate comparator.
Additionally, a randomized controlled trial (RCT) evaluated the influence of test results from
Avise and standard diagnosis laboratory testing on rheumatologists’ change in physician global
assessment for the likelihood of SLE, which is not a health outcome. The evidence is insufficient
to determine that the technology results in an improvement in the net health outcome.

For individuals with signs and/or symptoms of CTD (besides SLE) who receive serum biomarker
panel testing, more studies are needed. The relevant outcomes are test accuracy, symptoms, and
quality of life. The evidence is insufficient to determine that the technology results in an
improvement in the net health outcome.

Ongoing and Unpublished Clinical Trials

A search of ClinicalTrials.gov in April 2023 did not identify any ongoing or unpublished trials
that would likely influence this review.
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Practice Guidelines and Position Statements

The purpose of the following information is to provide reference material. Inclusion does not
imply endorsement or alignment with the policy conclusions.

Guidelines or position statements will be considered for inclusion if they were issued by, or
jointly by, a US professional society, an international society with US representation, or National
Institute for Health and Care Excellence (NICE). Priority will be given to guidelines that are
informed by a systematic review, include strength of evidence ratings, and include a description
of management of conflict of interest.

No guidelines or statements were identified.

Medicare National Coverage

There is no national coverage determination.

Regulatory Status

Clinical laboratories may develop and validate tests in-house and market them as a laboratory
service; laboratory-developed tests must meet the general regulatory standards of the Clinical
Laboratory Improvement Amendments (CLIA). The Avise tests (Exagen Diagnostics) are available
under the auspices of CLIA. Laboratories that offer laboratory-developed tests must be licensed
by the CLIA for high-complexity testing. To date, the US Food and Drug Administration has
chosen not to require any regulatory review of this test.
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10/13/14 New policy, add to Pathology/Laboratory section. Policy created with literature review
through July 23, 2014. Serum biomarker panel tests for systemic lupus erythematosus
with proprietary algorithms and/or index scores are considered investigational.

10/13/15 Annual Review. Added the names of the currently available SLE panel tests to the
Policy Guidelines section. Policy updated with literature review through June 30, 2015;
reference 12, 15 added. Policy statement unchanged. Coding update, informational
CPT codes removed: 83520, 86038, 86039, 86146, 86147, 86200, 86225, 86235, 86376,
86800, 88184, 88185 and 88187.

09/01/16 Annual Review, approved August 9, 2016. Policy updated with literature review
through April 29, 2016; no references added. Policy statement unchanged.

09/01/17 Annual Review, approved August 22, 2017. Policy updated with literature review
through April 25, 2017; references 10 and 15 added. The phrase “and other connective
tissue diseases” added to policy statement and title.

09/01/18 Annual Review, approved August 10, 2018. Policy updated with literature review

through April 2018; reference 13 added. Policy statement unchanged.
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09/01/19 Annual Review, approved August 6, 2019. Policy updated with literature review
through April 2019; no references added. Policy statement unchanged. Added CPT
code 0062U.

09/01/20 Annual Review, approved August 20, 2020. Policy updated with literature review
through May, 2020; references added. Policy statement unchanged.

09/01/21 Annual Review, approved August 3, 2021. Policy updated with literature review
through April 27, 2021; reference added. Policy statement unchanged.

04/01/22 Coding update. Added new CPT code 0312U.

08/01/22 Annual Review, approved July 25. 2022. Policy updated with literature review through
May 11, 2022; no references added. Policy statement unchanged.

09/01/23 Annual Review, approved August 21, 2023. Policy updated with literature review
through April 24, 2023; reference added. Policy statement unchanged. Changed the
wording from "patient” to "individual" throughout the policy for standardization.

04/01/24 Coding update. Added new CPT codes 0446U and 0447U.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
booklet or contact a member service representative to determine coverage for a specific medical service or supply.
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2024 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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Discrimination is Against the Law
Premera Blue Cross HMO (Premera HMO) complies with applicable Federal and Washington state civil rights laws and does not
discriminate on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera HMO does not
exclude people or treat them differently because of race, color, national origin, age, disability, sex, gender identity, or sexual orientation.
Premera HMO provides free aids and services to people with disabilities to communicate effectively with us, such as qualified sign
language interpreters and written information in other formats (large print, audio, accessible electronic formats, other formats). Premera HMO
provides free language services to people whose primary language is not English, such as qualified interpreters and information written in
other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera HMO has failed to provide
these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual
orientation, you can file a grievance with: Civil Rights Coordinator — Complaints and Appeals, PO Box 91102, Seattle, WA 98111,
Toll free: 855-332-4535, Fax: 425-918-5592, TTY: 711, Email AppealsDepartmentinquiries@Premera.com. You can file a grievance in
person or by mail, fax, or email. If you need help filing a grievance, the Civil Rights Coordinator is available to help you. You can also file a
civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights, electronically through the Office for
Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health and
Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201, 1-800-368-1019, 800-537-7697 (TDD).
Complaint forms are available at http://www.hhs.gov/ocr/officeffile/index.html. You can also file a civil rights complaint with the Washington
State Office of the Insurance Commissioner, electronically through the Office of the Insurance Commissioner Complaint Portal available at
https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by phone at 800-562-6900, 360-586-0241 (TDD).
Complaint forms are available at https:/fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.

Language Assistance
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiistica. Llame al 844-722-4661 (TTY: 711).
AR R EERER T S DIR & EGRE SRR - SEECE 844-722-4661 (TTY 1 711) -
CHU Y: Néu ban néi Tiéng Viét, ¢d cac dich vu hé tro ngdn nglk mién phi danh cho ban. Goi sb 844-722-4661 (TTY: 711).
F: et E MEotAlz B2, 20 K& MUIAE R2Z 0[80ta = USLICH 844-722-4661 (TTY: 711) BICZ Mot A L.
BHWMAHWE: Ecnim BbI roBOpUTE Ha PyCCKOM A3bIKe, TO BaM AOCTYMHbI DecnnaTHble ycnyrv nepesoga. 3soHute 844-722-4661 (tenetain: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 844-722-4661 (TTY: 711).
YBATA! fKWio B pO3MOBAISETE YKPAIHCbKOIO MOBOO, BU MOMKETE 3BEPHYTUCA 40 HE3KOLTOBHOI CYKOM MOBHOI MiATPUMKM.

TenedoHyiTe 3a Homepom 844-722-4661 (Tenetann: 711).
[utis: 1IGuSMysSunw Manisl wNESWiRsmMan WSS WL SHCGESUNUUITEMY G SIRG 844-720-4661 (TTY: 711)4
AESE : AREZHEINLGE. BHOSEEE CHAWVEGET, 844-7224661 (TTY:71) FT, BBFICTIER LS,
TNFOF; P75 £I% ATICE WPt PRCH® ACAF KCERTE (1R ALIHPT HHOEHPA: OL UNTAD- S RO 844-T22-4661 (oot AtAGF@-: T11),
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 844-722-4661 (TTY: 711).
(T 62805 ) il &8 ) 844.722.4661 8 0 Jucall  laally Al i) 535 4 galll 5ae Lisal) et (8 Aall SN daaati i€ 1)) Al el
fimirs fe6: A 3T Uarst 98 3, 3t 37 &9 ATTfesT AT 3973 38 He3 QUBET J1 844-722-4661 (TTY: 711) '3 IS &)
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfiigung. Rufnummer: 844-722-4661 (TTY: 711).
WWagavL: 1759 WEdIWIZT 290, NIWHINIWFoeCTHRGIWWIZY, Loetcdyas, cunivenlivion. lns 844-722-4661 (TTY: 711),
ATANSYON: Si w pale Kreyol Ayisyen, gen sevis &d pou lang ki disponib gratis pou ou. Rele 844-722-4661 (TTY: 711).
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 844-722-4661 (ATS : 711).
UWAGA: Jezeli mdwisz po polsku, mozesz skorzysta¢ z bezptatnej pomocy jezykowej. Zadzwon pod numer 844-722-4661 (TTY: 711).
ATENCAOQ: Se fala portugués, encontram-se disponiveis servicos linguisticos, gratis. Ligue para 844-722-4661 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia I'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 844-722-4661 (TTY: 711).
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