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Clinical Review Criteria

Serum Biomarker Tests for Multiple Sclerosis

* gMS®Dx Testing
« gMS®Pro EDSS Testing

NOTICE: Kaiser Foundation Health Plan of Washington and Kaiser Foundation Health Plan of Washington Options, Inc. (Kaiser Permanente)
provide these Clinical Review Criteria for internal use by their members and health care providers. The Clinical Review Criteria only apply to
Kaiser Foundation Health Plan of Washington and Kaiser Foundation Health Plan of Washington Options, Inc. Use of the Clinical Review
Criteria or any Kaiser Permanente entity name, logo, trade name, trademark, or service mark for marketing or publicity purposes, including on
any website, or in any press release or promotional material, is strictly prohibited.

Kaiser Permanente Clinical Review Criteria are developed to assist in administering plan benefits. These criteria neither offer medical advice
nor guarantee coverage. Kaiser Permanente reserves the exclusive right to modify, revoke, suspend or change any or all of these Clinical
Review Criteria, at Kaiser Permanente's sole discretion, at any time, with or without notice. Member contracts differ in health plan benefits.
Always consult the patient's Evidence of Coverage or call Kaiser Permanente Member Services at 1-888-901-4636 (TTY 711), Monday
through Friday, 8 a.m. to 5 p.m. to determine coverage for a specific medical service.

Criteria
For Medicare Members

CMS Coverage Manuals None
National Coverage Determinations (NCD) Cytogenetic Studies (190.3)
Local Coverage Determinations (LCD) None
Local Coverage Article None

For Non-Medicare Members
There is insufficient evidence in the published medical literature to show that this service/therapy is as safe as
standard services/therapies and/or provides better long-term outcomes than current standard services/therapies.

If requesting this service, please send the following documentation to support medical necessity:
e Last 6 months of clinical notes from requesting provider &/or specialist

The following information was used in the development of this document and is provided as background only. It is
provided for historical purposes and does not necessarily reflect the most current published literature. When
significant new articles are published that impact treatment option, Kaiser Permanente will review as needed. This
information is not to be used as coverage criteria. Please only refer to the criteria listed above for coverage
determinations.

Background

Multiple sclerosis (MS) is a chronic illness of the central nervous system. Diagnosis of MS can be very difficult as
there are no clinical findings that are unique to MS. The revised McDonald’s Criteria, which incorporated clinical,
radiologic, and laboratory findings are often used to diagnose MS. However, because the use of these criteria
frequently results in delayed diagnosis, researchers have been trying to find reliable biomarkers that would help to
establish a diagnosis (Harris 2009).

The gMS®Dx test, a new blood-based test for MS biomarkers, was developed by Glycominds to help physicians
identify patients with a high probability of developing MS. The biomarker used in the gMS®Dx test is based on
IgM antibodies against the a-glucose antigen (GAGA4). The test is designed to be used in patients as a part of
the MS diagnostic work-up and is recommended for use in suspected MS patients for which the diagnosis of MS
has not yet been confirmed. The results of the test are reported as negative (patient may still have MS or other
neurological disease, continue with routine testing), positive (patient has a high likelihood of having MS), high
positive (patient has a very high likelihood of having MS) (Glycominds 2012). One advantage of the gMS®Dx test
is that blood samples are relatively easy to obtain and are minimally invasive. A limitation of using biomarkers for
diagnosing MS is that they may be affected by other systematic events such as viral infections (Harris 2009). An
additional limitation of the gMS®DXx test is that the biologic basis for the MS biomarker is unclear (Freeman 2009).
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Multiple sclerosis (MS) is a complex disease with heterogeneous clinical presentation and disease course.
Because prognosis is so hard to predict there has been interest in indentifying biomarkers that are associated
with disease progression (Harris 2009).

Glycominds has developed the gMS®Pro EDSS test, a blood-based test that uses biomarkers to identify patients
at high risk for severe disease progression. The biomarkers used in the gMS®Pro EDSS test are based on IgM
antibodies against the a-glucose antigen (GAGA2, GAGA3, GAGA4, GAGAG). The aim of this test is to help
clinicians choose the most appropriate disease treatment. The test is designed for use in patients at their first
episode and for patients with relapse-remitting multiple sclerosis during their first decade of the disease. The
results of the test are reported as negative (patient has a low risk to fast disability progression as measured by
EDSS) or positive (patient has a high risk to fast disability progression as measured by EDSS) (Glycominds
2012). One advantage of the gMS®Pro EDSS test is that blood samples are relatively easy to obtain and are
minimally invasive. A limitation of using biomarkers for diagnosing MS is that biomarkers may be affected by other
systematic events such as viral infections (Harris 2009). An additional limitation of the gMS®Pro EDSS test is that
the biologic basis for the MS biomarkers is unclear (Freeman 2009).

Medical Technology Assessment Committee (MTAC)

gMS®Dx and gMS®Pro EDSS
06/18/2012: MTAC REVIEW
Evidence Conclusion: Diagnostic accuracy: Weak evidence suggest that the gMS®Dx test has a sensitivity or
33.7% and a specificity of 98.5% for differentiating RRMS/SPMS from other neurological disorders. Impact on
diagnosis: There is insufficient evidence to determine whether the gMS®Dx test will impact diagnosis. Impact on
patient management: There is insufficient evidence to determine whether the gMS®Dx test will change patient’s
management.

gMS®Pro EDSS testing

06/18/2012: MTAC REVIEW

Evidence Conclusion:

Accuracy: There is insufficient evidence to determine the accuracy of the gMS®Pro EDSS test. Impact on patient
management: There is insufficient evidence to determine whether the gMS®Pro EDSS test will change patient’s
management.

Articles: gMS®Dx test: Several observational studies were identified that addressed the diagnostic accuracy of
the gMS®Dx test. The largest study was selected for review. No studies were identified that addressed the impact
of the test on diagnosis or patient's management. The following study was selected for review: Brettschneider J,
Jaskowski TD, Tumani H, et al. Serum anti-GAGA4 IgM antibodies differentiate relapsing remitting and secondary
progressive multiple sclerosis from primary progressive multiple sclerosis and other neurological diseases. J
Neuroimmunol. 2009; 217:95-101. gMS®Pro EDSS test: Two studies were identified that addressed the
accuracy of the gMS®Pro EDSS test. No studies were identified that addressed the clinical utility of the gMS®Pro
EDSS test. The following study was selected for review: Freedman M, Metzig C, Kappos L, et al. Predictive
nature of IgM anti-alpha-glucose serum biomarker for relapse activity and EDSS progression in CIS patients: a
BENEFIT study analysis. Mult Scler. 2011. [Epub ahead of print] See Evidence Table. Freedman MS, Laks J,
Dotan N, Altstock RT, Dukler A, Sindic CJ. Anti-alpha-glucose-based glycan IgM antibodies predict relapse
activity in multiple sclerosis after the first neurological event. Mult Scler. 2009; 15:422-430. See Evidence Table.

The use of gMS®Dx and gMS®Pro EDSS testing does not meet the Kaiser Permanente Medical Technology
Assessment Criteria.

Applicable Codes

Considered Not Medically Necessary:

CPT® or Description

HCPC

Codes

No specific codes for this service. Often submitted with unlisted code 84999.

*Note: Codes may not be all-inclusive. Deleted codes and codes not in effect at the time of service may not be
covered.
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**To verify authorization requirements for a specific code by plan type, please use the Pre-authorization Code Check.

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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