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Non-Discrimination Statement and Multi-Language Interpreter Services information are located at
the end of this document.

Coverage for services, procedures, medical devices and drugs are dependent upon benefit
eligibility as outlined in the member's specific benefit plan. This Evidence-Based Criteria must be
read in its entirety to determine coverage eligibility, if any.

This Evidence-Based Criteria provides information related to coverage determinations only and
does not imply that a service or treatment is clinically appropriate or inappropriate. The provider
and the member are responsible for all decisions regarding the appropriateness of care. Providers
should provide BCBSAZ complete medical rationale when requesting any exceptions to these
guidelines.

The section identified as “Description” defines or describes a service, procedure, medical device
or drug and is in no way intended as a statement of medical necessity and/or coverage.

The section identified as “Criteria” defines criteria to determine whether a service, procedure,
medical device or drug is considered medically necessary or experimental or investigational.

State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological
product approved by the U.S. Food and Drug Administration (FDA) may not be considered
experimental or investigational and thus the drug, device or biological product may be assessed
only on the basis of medical necessity.

Evidence-Based Criteria are subject to change as new information becomes available.

For purposes of this Evidence-Based Criteria, the terms "experimental” and "investigational” are
considered to be interchangeable.

BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and
Blue Shield Plans. All other trademarks and service marks contained in this guideline are the
property of their respective owners, which are not affiliated with BCBSAZ.
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Description:

Synovasure® includes laboratory tests designed to aid in the diagnosis of periprosthetic joint infection
(PJI) and several arthritis conditions. Tests offered include the Synovasure® Alpha Defensin Lateral Flow
Test, the Synovasure™ Comprehensive Infection Laboratory Test Panel, and the Synovasure® Relative
Inflammatory Status Classification (RISC) Panel. Synovasure® may be used in individuals with systemic
inflammatory diseases, or those taking antibiotics.

Alpha defensins:

Alpha defensins are antibacterial proteins that are released from neutrophils in response to pathogens.
They act to depolarize the cell membrane of the pathogen. Therefore, the presence of alpha defensins in
human joints and tissues can be used as a test for diagnosing infection.

Synovasure® Alpha Defensin lateral Flow Test:

The Synovasure® Alpha Defensin Lateral Flow Test is a qualitative, visually read immunochomatographic
assay for the detection of alpha defensin in synovial fluid. It is a stand-alone device performed at the
point-of-care to be used in conjunction with other clinical and diagnostic findings to aid in the diagnosis of
PJI.

Synovasure® Comprehensive Infection Panel:

The Synovasure® Comprehensive Infection Panel includes several standard tests along with proprietary
testing. All tests are completed on synovial fluid to aid in the diagnosis of PJI. Standard tests include
fluid culture, white blood cell count with differential, C-reactive protein (CRP), and crystal analysis.
Proprietary testing includes the Synovasure® Alpha Defensin ELISA, Synovasure® Microbial
Identification, and Synovasure® Neutrophil Elastase tests.

Synovasure® Relative Inflammatory Status Classification (RISC™) Panel:

The Synovasure® RISC™ panel includes tests on synovial fluid to aid in the diagnosis of arthritis
conditions to include native septic arthritis, osteoarthritis, rheumatoid arthritis, and crystalline arthritis. The
panel includes several biomarkers for arthritis as well as Synovasure® Alpha Defensin, Synovasure®
Microbial Identification, fluid culture, white blood cell count with differential, crystal analysis, and lactate.
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Criteria:

» Synovasure® testing for the diagnosis of periprosthetic joint infection (PJI) is considered
experimental or investigational when any ONE or more of the following criteria are met:

1.
2.
3.
4

5.

Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug
Administration); or

Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or
Insufficient evidence to support improvement of the net health outcome; or

Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives; or

Insufficient evidence to support improvement outside the investigational setting.

» Synovasure® testing for the diagnosis of arthritis conditions is considered experimental or
investigational when any ONE or more of the following criteria are met:

1.

Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug
Administration); or

2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or
3. Insufficient evidence to support improvement of the net health outcome; or
4. Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives; or
5. Insufficient evidence to support improvement outside the investigational setting.
Resources:

Literature reviewed 04/16/24. We do not include marketing materials, poster boards and non-
published literature in our review.
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Non-Discrimination Statement:

Blue Cross Blue Shield of Arizona (BCBSAZ) complies with applicable Federal civil rights laws
and does not discriminate on the basis of race, color, national origin, age, disability or sex.
BCBSAZ provides appropriate free aids and services, such as qualified interpreters and written
information in other formats, to people with disabilities to communicate effectively with us.
BCBSAZ also 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, call (602) 864-4884 for Spanish and (877) 475-4799 for all other languages and other aids
and services.

If you believe that BCBSAZ has failed to provide these services or discriminated in another way
on the basis of race, color, national origin, age, disability or sex, you can file a grievance with:
BCBSAZ'’s Civil Rights Coordinator, Attn: Civil Rights Coordinator, Blue Cross Blue Shield of
Arizona, P.O. Box 13466, Phoenix, AZ 85002-3466, (602) 864-2288, TTY/TDD (602) 864-4823,
crc@azblue.com. You can file a grievance in person or by mail or email. If you need help filing a
grievance BCBSAZ’s 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://locrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health
and Human Services, 200 Independence Avenue SW., Room 509F, HHH Building, Washington, DC
20201, 1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at
http://www.hhs.gov/ocr/office/file/index.html

Multi-Lanquage Interpreter Services:

Spanish: 5iusted, o alguien a guien usted esta ayudando, tiene preguntas acerca de Blue Cross Blue Shield of Arizona,
tiene derecho a obtener ayuda e informacion en su idioma sin costo alguno. Para hablar con un intérprete, llame al
602-B64-4884.

Mavajo: Dii kwea'é atah nilinigii Blue Cross Blue Shield of Arizona haada yit'éego bina'idilkidgo &i doodago Haida bija
anilyeedigii t'aadoo le'é yina'iditkidgo beehaz'danii halg dii t'ad hazaadk'ehji haka a’doowolgo bee haz'a doo bagh
ilinigad. Ata’ halne'(gil kaj)’ bich'}" hodiilnih 877-475-4759,

Chinese: S 17, HEHEEFEHEHE, SHMAEATENRTIE Blue Cross Blue Shield of Arizona 75 E IR
B EHEMNRBLSOEESIINEIAE. AN —(uMER, FRER EUHBEART 877-475-4799,

Vietnamese: Néu quy vi, hay ngudi ma quy vi dang gidp d&, o ciu hdi vé Blue Cross Blue Shield of Arizona guy vi s
co quyen dugic gidp va co thém thong tin bang ngdn ngii cia minh mign phi. B& nadi chuyén vdi mat thang dich vién,
xin goi 877-475-4799.
Arabic:
il ghacall y e boall o pemadl A 301 b Blue Cross Blue Shield of Arizona sem seads 3l aiels aad 52 4l ol 118 )
BIT-475-4799. = Joatl pa jlo pa Sioatl] A31€8 300 5 gn e il gy el
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Multi-Language Interpreter Services: (cont.)

Tagalog: Kung ikaw, o ang iyong tinutulangan, ay may mga katanungan tungkol sa Blue Cross Blue Shield of Arizona,
may karapatan ka na makakuha ng tulong at impormasyon sa iyong wika ng walang gastos. Upang makausap ang
isang tagasalin, tumawag sa 877-475-4759,

Korean: IH2F A&l L= Ha2 =10 2= HE AFE 0| Blue Cross Blue Shield of Arizona Ml &1 &H 2 20|
QO FEl= DHEt T2 HEES 62 HHE HE 2EEQ 25 &= 2= A2)17 UsLICH O H
ESAE WIS I 877-475-4799 £ FEISIE Al 2.

French: 5i vous, ou quelgu'un gue vous Etes en train d'aider, a des guestions a propos de Blue Cross Blue Shield of
Arizona, vous avez le droit d'obtenir de I'aide et l'information dans votre langue 4 aucun colt. Pour parler & un
interpréte, appelez 877-475-4799.

German: Falls Sie oder jemand, dem Sie helfen, Fragen zum Blue Cross Blue Shield of Arizona haben, haben 5ie das
Recht, kostenlose Hilfe und Informationen in lhrer Sprache zu erhalten. Um mit einem Dolmetscher zu sprechen,
rufen Sie bitte die Nummer 877-475-4799 an,

Russian: ECcAu y Bac MAK AMLA, KOTOPOMY Bbl NOMOTaeTe, MMEIOTCA BONPOCk No noeogy Blue Cross Blue Shield of
Arizona, TO Bbl MPASETE NPAaBo Ha BECNAATHOE MNONYYEHHE NOMOLLM W WHPOPMaUKK Ha Bawem A3pike. [lns pasroeopa
C NEPEBOAMMKOM NOSBOHKTE Mo Tenadory 877-475-4795.

lapanese: Z&AHR, T EEHOROME Y OF TL. Blue Cross Blue Shield of Arizona (22T ZERAAS
CEWELES, CHEEOQERETHYR—FEBITEY, BHREAFLEVTEILATEET. HEEHN
Y ERA, BRESESHhLIGE. 8774754799 ETHEBEE (2L,
Farsi:
3 a3y gl | o) B il 43213 4 Blue Cross Blue Shield of Arizona s 53 D ¢ 1855 Kl g4y Labag 8l el 8
BT7-475-4799 spbed Sl 2 8505 ukag | 24 o g ekl
el Juala ulad],
Assyrian;
codeAans these . aashbel . ose-l tBlue Cross Blue Shield of Arizona ses i3ses . asediel .. obe -cobs.op Hogid ae ool ol
BTT-A475-4799 poam _asdn s e 148 Jamiises 2. mh pmeesed Alibw  asessbs [hashams Lad.em

Serbo-Croatian: Ukoliko Vi il neko kome Vi pomaiete ima pitanje o Blue Cross Blue Shield of Arizona, imate pravo da
besplatno dobijete pomod i informacije na Vatem jeziku, Da biste razgovarali sa prevodiocem, nazovite 877-475-4739,

Thai: WINANL WIDAUMAMATAITILWABUA IO IULAEIAU Blue Cross Blue Shield of Arizona
anuananaslasuaummvwaauasuadaTua e 1adralaTnoluueTdae waronuaty Tws 877-475-4799
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