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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:

Biochemical changes associated with the pathophysiology of Alzheimer disease (AD) are being evaluated
to aid in the diagnosis of the disease. This includes the potential use of biomarkers, such as amyloid beta
peptide 1-42 and total or phosphorylated tau protein, in cerebrospinal fluid (CSF), urine, and plasma.
Additionally, the potential correlation between CSF and plasma biomarkers as well as positron emission
tomography (PET) amyloid scans has been proposed as useful in selecting appropriate individuals for the
initiation or discontinuation of amyloid beta plaque targeted therapy.

Alzheimer Disease

Alzheimer Disease (AD) is a fatal neurodegenerative disease that causes progressive loss in memory,
language, and thinking, with the eventual loss of ability to perform social and functional activities in daily
life. Survival after a diagnosis of dementia due to AD generally ranges between 4 and 8 years; however,
life expectancy can be influenced by other factors, such as comorbid medical conditions. It is estimated
that 6.2 million Americans aged 65 and older are currently living with AD dementia, and the number is
projected to reach over 12 million by 2050.

Biomarkers

Several potential biomarkers of AD are associated with AD pathophysiology (eg, amyloid beta plaques,
neurofibrillary tangles). Altered cerebrospinal fluid (CSF) levels of specific proteins have been found in
individuals with AD. These include tau protein, phosphorylated at AD-specific epitopes such as
phosphorylated threonine 181 or total tau protein, an amyloid beta peptide such as 1-42 (Ap42), and the
synaptic protein, neurogranin. Other potential CSF, urine, and blood peptide markers have been
explored. One study demonstrated that decreased gamma-aminobutyric acid (GABA) levels within CSF or
plasma are implicated in AD pathophysiology. Tau protein is a microtubule-associated molecule found in
neurofibrillary tangles that are typical of AD. Tau protein is thought to be related to degenerating and
dying neurons and high levels of tau protein in the CSF have been associated with AD. Amyloid beta-42
is a subtype of amyloid beta peptide produced from the metabolism of the amyloid precursor protein.
Amyloid beta-42 is the key peptide deposited in amyloid plaques characteristic of AD. Low levels of
amyloid beta-42 in the CSF have been associated with AD, perhaps because amyloid beta-42 is
deposited in amyloid plaques instead of remaining in the fluid. Investigators have suggested the
tau/amyloid beta-42 ratio may be a more accurate diagnostic marker than either alone. Neurogranin is a
dendritic protein and CSF measurement may serve as a biomarker for dendritic instability and synaptic
degeneration. Elevated CSF neurogranin may predict prodromal AD in MCI and has been confirmed in
AD dementia and prodromal AD in several studies.

A variety of kits are commercially available to measure amyloid beta-42 and tau proteins. Between-
laboratory variability in CSF biomarker measurement is large. Neural thread protein is associated with
neurofibrillary tangles of AD. Both CSF and urine levels of this protein have been investigated as a
potential marker of AD. Urine and CSF tests for neural thread protein may be referred to as the AD7C
test.

More recently, research has focused on blood, more specifically plasma, as a new matrix for AD
biomarkers that have already been validated in the CSF. As blood is more accessible than CSF, blood
sampling would be preferable to CSF when taking samples to measure AD biomarkers, both for clinical
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diagnosis or screening. However, developing blood AD biomarkers has proven complex. While the CSF is
continuous with the brain extracellular fluid, with a free exchange of molecules from the brain to the CSF,
only a fraction of brain proteins enter the bloodstream. Examples of blood biomarkers that are currently
under examination for use in AD include amyloid beta, tau protein, and neurofilament light. Results from
initial studies show that these blood biomarkers may potentially assist in early and more precise
diagnosis, prognosis, or monitoring of disease progression and treatment in AD.

Amyloid PET using an FDA-approved tracer are used as qualitative assessments of beta-amyloid (AB)
plaque density with positive scans being indicative of amyloid plaque pathology. Furthermore, the FDA
has authorized amyloid CSF Ratio tests to be routinely used in clinical practice to confirm amyloid
pathology as it has proven to be just as effective as amyloid PET in characterizing the biological
underpinnings of amyloid etiology with RCTs demonstrating the utility of these tests in identifying
individuals who would benefit from anti-amyloid therapy. Amyloid-targeted therapies refer to recombinant
monoclonal antibodies directed against amyloid beta. These agents are highly effective in reducing
amyloid plaque burden on positron emission tomography (PET) imaging and are therefore believed to be
disease modifying. However, their use is limited to those individuals proven to be amyloid positive (by
amyloid PET scan or the presence of AD biomarkers in the cerebrospinal fluid [CSF]), as was required in
the clinical trials that evaluated these drugs, as their efficacy on clinical outcomes is modest, slowing
progression by approximately 25 to 30 percent in carefully selected individuals, and are associated with
risk for significant adverse effects.

The labels for FDA-approved, amyloid beta targeting therapies, LEQEMBI® (lecanemab) and

Kisunla™ (donanemab) state that the presence of amyloid beta pathology should be confirmed prior to
initiating treatment. In the pivotal randomized controlled trial for lecanemab (Clarity AD), the protocol
states that the eligibility criteria related to amyloid beta pathology required "confirmed amyloid pathology
indicated by either 1) positive amyloid load confirmed by amyloid PET assessment, or 2) CSF
assessment of t-tau / AB[1-42]." In the pivotal randomized controlled trial for donanemab (TRAILBLAZER-
ALZ 2), eligibility was based on flortaucipir F18 and florbetapir F18 PET assessment only. Per the
protocol, p-tau 181 was removed as a screening and eligibility criterion in February 2021. In May, 2025
the U.S. Food and Drug Administration published the results of a clinical cohort study that evaluated the
performance of the Lumipulse G p-tau217/3-Amyloid 1-42 Plasma Ratio as an aid in the assessment of
individuals presenting with cognitive impairment, AD, and other causes of cognitive decline to determine
who would test positive or negative for amyloid plaques. The results demonstrated that the test was
consistent with both, amyloid PET scans and CSF ratio tests, deeming the test clinically equivalent in its
ability to confirm amyloid pathology when used under research conditions using bio-banked samples,
which is consistent with the labels of lecanemab and donanemab. Furthermore, donanemab specifically
demonstrated a reduction in plasma p-tau217.

No specific non-imaging tests are included in FDA labels for confirmation testing prior to amyloid beta
targeting therapies. Clinical input suggests that any test should include, at a minimum, measurement of
amyloid beta and/or tau protein and display performance characteristics that are comparable to amyloid
PET and/or FDA cleared/approved CSF biomarker tests that are used for confirmation of amyloid
pathology (i.e., Lumipulse G Amyloid Ratio 1-42/1-40). There is biological plausibility for the use of
plasma-based testing, and clinical utility of such hinges on confirming amyloid pathology and clinical
equivalence to the tests used in the trials for the amyloid beta targeting therapies. The FDA 510(k)
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submission for the Lumipulse G® pTau217/B-Amyloid 1-42 Plasma Ratio (K242706) demonstrated
concordance with both amyloid PET scans and CSF ratio tests under research biobank conditions.
Whether this performance is attainable under routine clinical laboratory conditions has not been
prospectively demonstrated. The product is subject to an active FDA Class 2 recall (Z-1301-2026,
initiated December 2025) for falsely elevated ratio results. Clinical equivalence under the usual conditions
of medical practice has not been established.

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). Laboratories that offer laboratory-developed tests (LDTs) must be
certified by CLIA for high-complexity testing. To date, the FDA has chosen not to require any regulatory
review of these tests. Several AD biomarker tests are available as LDTs.

Several AD biomarker tests are available as LDTs. Several plasma based tests have received
Breakthrough Device Designation from the FDA, including Roche and Eli Lilly's Elecsys p-Tau217 plasma
assay, and Beckman Coulter Diagnostics p-Tau217/B-Amyloid 1-42 plasma ratio.

The FDA has cleared CSF and plasma based AD biomarker tests for marketing via the De Novo and
510(k) pathways with product code QSE.

FDA cleared biomarker tests for Alzheimer Disease include, but not limited to:
= Lumipulse G Amyloid Ratio (1-42/1-40)
* Lumipulse G p-tau217/B-Amyloid 1-42 Plasma Ratio
* Elecsys B-Amyloid (1-42) CSF Il
= Elecsys Phospho-Tau (181P) CSF
= Elecsys Phospho-Tau (181P) Plasma
* Elecsys R-Amyloid (1-42) CSF |l
* Elecsys Total-Tau CSF
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Criteria:

» Cerebrospinal fluid testing as an adjunct to clinical diagnosis in individuals with mild cognitive
impairment 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

These tests include, but are not limited to:

= Amyloid beta peptides
= Tau protein
* Neural thread proteins

» Cerebrospinal fluid testing as an adjunct to clinical diagnosis in individuals with mild dementia due to
Alzheimer disease 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

These tests include, but are not limited to:
= Amyloid beta peptides

= Tau protein
* Neural thread proteins
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» Plasma testing as an adjunct to clinical diagnosis in individuals with mild cognitive impairment 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

These tests include, but are not limited to:

=  Amyloid beta peptides
= Tau protein
= Neural thread proteins

» Plasma testing as an adjunct to clinical diagnosis in individuals with mild dementia due to Alzheimer
disease 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

These tests include, but are not limited to:
= Amyloid beta peptides

= Tau protein
» Neural thread proteins
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» Cerebrospinal fluid testing of amyloid beta peptides and tau protein using tests that confirm amyloid
pathology as part of an evaluation for the initiation of amyloid beta targeting therapy in individuals with
mild cognitive impairment or mild dementia due to Alzheimer disease is considered medically
necessary with documentation of the following:

1. FDA approved or cleared tests that have proven to confirm amyloid pathology (through
establishing clinical equivalency to amyloid PET imaging) for selecting amyloid beta targeting
therapy with ANY of the following tests:

= ApB42:AB40 ratio (Lumipulse G Amyloid Ratio 1-42/1-40)

=  Ap42:phosphorylated-tau181 (p-tau181) (Elecsys B-Amyloid 1-42 CSF |II, Elecsys Phospho-
Tau 181P) CSF)

= Ap42:total-tau (Elecsys R-Amyloid 1-42 CSF I, Elecsys Total-Tau CSF)

» Plasma testing of amyloid beta peptides and tau protein using tests that confirm amyloid pathology as
part of an evaluation for the initiation of amyloid beta targeting therapy in individuals with mild
cognitive impairment or mild dementia due to Alzheimer disease 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

» Cerebrospinal fluid testing of neural thread proteins as part of an evaluation for the initiation of
amyloid beta targeting therapy in individuals with mild cognitive impairment or mild dementia due to
Alzheimer disease 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
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» Plasma testing of neural thread proteins as part of an evaluation for the initiation of amyloid beta
targeting therapy in individuals with mild cognitive impairment or mild dementia due to Alzheimer
disease 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

» Cerebrospinal fluid testing as part of an evaluation for the continuation of amyloid beta targeting
therapy in individuals with mild cognitive impairment or mild dementia due to Alzheimer disease 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

These tests include, but are not limited to:

= Amyloid beta peptides
= Tau protein
= Neural thread proteins

» Measurement of urine analytes as an adjunct to clinical diagnosis in individuals with mild cognitive
impairment or mild dementia due to Alzheimer disease 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

0366.28.docx Page 8 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

Resources:

Literature reviewed 07/29/26. We do not include marketing materials, poster boards and non-
published literature in our review.

Resources prior to 07/29/26 may be requested from the BCBSAZ Medical Policy and Technology
Research Department.

1.

2021 Alzheimer's disease facts and figures. Alzheimers Dement. Mar 2021; 17(3): 327-406.
PMID 33756057

Petersen RC, Lopez O, Armstrong MJ, et al. Practice guideline update summary: Mild cognitive
impairment [RETIRED]: Report of the Guideline Development, Dissemination, and
Implementation Subcommittee of the American Academy of Neurology. Neurology. Jan 16 2018;
90(3): 126-135. PMID 29282327

National Institutes on Aging. Data shows racial disparities in Alzheimer's disease diagnosis
between Black and white research study participants. December 16, 2021.
https://www.nia.nih.gov/news/data-shows-racial-disparities-alzheimers-disease-diagnosis-
between-black-and-white-research. Accessed March 23, 2026.

Centers for Disease Control and Prevention. Barriers to equity in Alzheimer's and dementia care.
June 2, 2021. https://www.cdc.gov/aging/publications/features/barriers-to-equity-in-alzheimers-
dementia-care/index.html. Accessed August 23, 2023. Remove

Teunissen CE, Kolster R, Triana-Baltzer G, et al. Plasma p-tau immunoassays in clinical research
for Alzheimer's disease. Alzheimers Dement. Jan 2025; 21(1): e14397. PMID 39625101

Alzheimer's Association. 2022 Alzheimer's disease facts and figures.
https://www.alz.org/media/documents/alzheimers-facts-and-figures.pdf. Accessed March 23,
2026.

Roberts RO, Aakre JA, Kremers WK, et al. Prevalence and Outcomes of Amyloid Positivity
Among Persons Without Dementia in a Longitudinal, Population-Based Setting. JAMA Neurol.
Aug 01 2018; 75(8): 970-979. PMID 29710225

Vermunt L, Sikkes SAM, van den Hout A, et al. Duration of preclinical, prodromal, and dementia
stages of Alzheimer's disease in relation to age, sex, and APOE genotype. Alzheimers Dement.
Jul 2019; 15(7): 888-898. PMID 31164314

Rabinovici GD, Gatsonis C, Apgar C, et al. Association of Amyloid Positron Emission
Tomography With Subsequent Change in Clinical Management Among Medicare Beneficiaries
With Mild Cognitive Impairment or Dementia. JAMA. Apr 02 2019; 321(13): 1286-1294. PMID
30938796

0366.28.docx Page 9 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Jack CR, Bennett DA, Blennow K, et al. NIA-AA Research Framework: Toward a biological
definition of Alzheimer's disease. Alzheimers Dement. Apr 2018; 14(4): 535-562. PMID 29653606

Blennow K, Zetterberg H. Biomarkers for Alzheimer's disease: current status and prospects for
the future. J Intern Med. Dec 2018; 284(6): 643-663. PMID 30051512

Galasko D, Clark C, Chang L, et al. Assessment of CSF levels of tau protein in mildly demented
patients with Alzheimer's disease. Neurology. Mar 1997; 48(3): 632-5. PMID 9065538

Motter R, Vigo-Pelfrey C, Kholodenko D, et al. Reduction of beta-amyloid peptide42 in the
cerebrospinal fluid of patients with Alzheimer's disease. Ann Neurol. Oct 1995; 38(4): 643-8.
PMID 7574461

Zhang J, Peng M, Jia J. Plasma amyloid-f oligomers and soluble tumor necrosis factor receptors
as potential biomarkers of AD. Curr Alzheimer Res. May 2014; 11(4): 325-31. PMID 24635842

Ebrahimi R, Mohammad Soltani S, Masouri MM, et al. Glutamatergic and GABAergic metabolite
levels in Alzheimer's disease: a systematic review and meta-analysis. BMC Neurol. Aug 26 2025;
25(1): 344. PMID 40855482

Maddalena A, Papassotiropoulos A, Muller-Tillmanns B, et al. Biochemical diagnosis of Alzheimer
disease by measuring the cerebrospinal fluid ratio of phosphorylated tau protein to beta-amyloid
peptide42. Arch Neurol. Sep 2003; 60(9): 1202-6. PMID 12975284

Dumurgier J, Vercruysse O, Paquet C, et al. Intersite variability of CSF Alzheimer's disease
biomarkers in clinical setting. Alzheimers Dement. Jul 2013; 9(4): 406-13. PMID 23141384

Mattsson N, Andreasson U, Persson S, et al. The Alzheimer's Association external quality control
program for cerebrospinal fluid biomarkers. Alzheimers Dement. Jul 2011; 7(4): 386-395.€6.
PMID 21784349

Teunissen CE, Verberk IMW, Thijssen EH, et al. Blood-based biomarkers for Alzheimer's
disease: towards clinical implementation. Lancet Neurol. Jan 2022; 21(1): 66-77. PMID 34838239

Ashton NJ, Leuzy A, Karikari TK, et al. The validation status of blood biomarkers of amyloid and
phospho-tau assessed with the 5-phase development framework for AD biomarkers. Eur J Nucl
Med Mol Imaging. Jul 2021; 48(7): 2140-2156. PMID 33677733

Nisenbaum L, Martone R, Chen T, et al. CSF biomarker concordance with amyloid PET in Phase
3 studies of aducanumab. Alzheimers Dement. Aug 2023; 19(8): 3379-3388. PMID 36795603

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fifth
Edition (DSM-5), American Psychiatric Association, Arlington, VA 2013.

0366.28.docx Page 10 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

23.

24.

25.

26.

27.

28.

20.

30.

31.

32.

33.

McKhann G, Drachman D, Folstein M, et al. Clinical diagnosis of Alzheimer's disease: report of
the NINCDS-ADRDA Work Group under the auspices of Department of Health and Human
Services Task Force on Alzheimer's Disease. Neurology. Jul 1984; 34(7): 939-44. PMID 6610841

McKhann GM, Knopman DS, Chertkow H, et al. The diagnosis of dementia due to Alzheimer's
disease: recommendations from the National Institute on Aging-Alzheimer's Association
workgroups on diagnostic guidelines for Alzheimer's disease. Alzheimers Dement. May 2011;
7(3): 263-9. PMID 21514250

Rosa MI, Perucchi J, Medeiros LR, et al. Accuracy of cerebrospinal fluid AB(1-42) for Alzheimer's
disease diagnosis: a systematic review and meta-analysis. J Alzheimers Dis. 2014; 40(2): 443-
54. PMID 24448789

Bloudek LM, Spackman DE, Blankenburg M, et al. Review and meta-analysis of biomarkers and
diagnostic imaging in Alzheimer's disease. J Alzheimers Dis. 2011; 26(4): 627-45. PMID
21694448

Formichi P, Battisti C, Radi E, et al. Cerebrospinal fluid tau, A beta, and phosphorylated tau
protein for the diagnosis of Alzheimer's disease. J Cell Physiol. Jul 2006; 208(1): 39-46. PMID
16447254

Ferreira D, Perestelo-Pérez L, Westman E, et al. Meta-Review of CSF Core Biomarkers in
Alzheimer's Disease: The State-of-the-Art after the New Revised Diagnostic Criteria. Front Aging
Neurosci. 2014; 6: 47. PMID 24715863

Fink HA, Linskens EJ, Silverman PC, et al. Accuracy of Biomarker Testing for
Neuropathologically Defined Alzheimer Disease in Older Adults With Dementia. Ann Intern Med.
May 19 2020; 172(10): 669-677. PMID 32340038

Cure S, Abrams K, Belger M, et al. Systematic literature review and meta-analysis of diagnostic
test accuracy in Alzheimer's disease and other dementia using autopsy as standard of truth. J
Alzheimers Dis. 2014; 42(1): 169-82. PMID 24840572

Olsson B, Lautner R, Andreasson U, et al. CSF and blood biomarkers for the diagnosis of
Alzheimer's disease: a systematic review and meta-analysis. Lancet Neurol. Jun 2016; 15(7):
673-684. PMID 27068280

Ritchie C, Smailagic N, Noel-Storr AH, et al. CSF tau and the CSF tau/ABeta ratio for the
diagnosis of Alzheimer's disease dementia and other dementias in people with mild cognitive
impairment (MCI). Cochrane Database Syst Rev. Mar 22 2017; 3(3): CD010803. PMID 28328043

Ritchie C, Smailagic N, Noel-Storr AH, et al. Plasma and cerebrospinal fluid amyloid beta for the
diagnosis of Alzheimer's disease dementia and other dementias in people with mild cognitive
impairment (MCI). Cochrane Database Syst Rev. Jun 10 2014; 2014(6): CD008782. PMID
24913723

0366.28.docx Page 11 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Raina P, Santaguida P, Ismaila A, et al. Effectiveness of cholinesterase inhibitors and memantine
for treating dementia: evidence review for a clinical practice guideline. Ann Intern Med. Mar 04
2008; 148(5): 379-97. PMID 18316756

Kaduszkiewicz H, Zimmermann T, Beck-Bornholdt HP, et al. Cholinesterase inhibitors for patients
with Alzheimer's disease: systematic review of randomised clinical trials. BMJ. Aug 06 2005;
331(7512): 321-7. PMID 16081444

McShane R, Areosa Sastre A, Minakaran N. Memantine for dementia. Cochrane Database Syst
Rev. Apr 19 2006; (2): CD003154. PMID 16625572

Schneider LS, Mangialasche F, Andreasen N, et al. Clinical trials and late-stage drug
development for Alzheimer's disease: an appraisal from 1984 to 2014. J Intern Med. Mar 2014;
275(3): 251-83. PMID 24605808

Feldman HH, Ferris S, Winblad B, et al. Effect of rivastigmine on delay to diagnosis of
Alzheimer's disease from mild cognitive impairment: the INDDEXx study. Lancet Neurol. Jun 2007;
6(6): 501-12. PMID 17509485

Winblad B, Gauthier S, Scinto L, et al. Safety and efficacy of galantamine in subjects with mild
cognitive impairment. Neurology. May 27 2008; 70(22): 2024-35. PMID 18322263

Petersen RC, Thomas RG, Grundman M, et al. Vitamin E and donepezil for the treatment of mild
cognitive impairment. N Engl J Med. Jun 09 2005; 352(23): 2379-88. PMID 15829527

Zhang J, Zhang CH, Li RJ, et al. Accuracy of urinary AD7c-NTP for diagnosing Alzheimer's
disease: a systematic review and meta-analysis. J Alzheimers Dis. 2014; 40(1): 153-9. PMID
24346218

Kim KY, Shin KY, Chang KA. Blood-Based Tau as a Biomarker for Early Detection and
Monitoring of Alzheimer's Disease: A Systematic Review and Meta-Analysis. Int J Mol Sci. Oct 23
2025; 26(21). PMID 41226373

Therriault J, Brum WS, Trudel L, et al. Blood phosphorylated tau for the diagnosis of Alzheimer's
disease: a systematic review and meta-analysis. Lancet Neurol. Sep 2025; 24(9): 740-752. PMID
40818474

Pahlke S, Kahale LA, Mahinrad S, et al. Blood-based biomarkers for detecting Alzheimer's
disease pathology in cognitively impaired individuals within specialized care settings: A
systematic review and meta-analysis. Alzheimers Dement. Nov 2025; 21(11): e70828. PMID
41193403

0366.28.docx Page 12 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

Khalafi M, Dartora WJ, Mclintire LBJ, et al. Diagnostic accuracy of phosphorylated tau217 in
detecting Alzheimer's disease pathology among cognitively impaired and unimpaired: A
systematic review and meta-analysis. Alzheimers Dement. Feb 2025; 21(2): e14458. PMID
39711334

Schindler SE, Galasko D, Pereira AC, et al. Acceptable performance of blood biomarker tests of
amyloid pathology - recommendations from the Global CEO Initiative on Alzheimer's Disease.
Nat Rev Neurol. Jul 2024; 20(7): 426-439. PMID 38866966

Benina N, Buitrago L, De Simone Fl, et al. Plasma pTau 217/B-amyloid 1-42 ratio for enhanced
accuracy and reduced uncertainty in detecting amyloid pathology. Brain. Apr 07 2026; 149(4):
1168-1181. PMID 41562409

Martinez-Dubarbie F, Guerra-Ruiz A, Lépez-Garcia S, et al. Diagnostic performance of plasma p-
tau217 in a memory clinic cohort using the Lumipulse automated platform. Alzheimers Res Ther.
Mar 27 2025; 17(1): 68. PMID 40140924

Dyer AH, Dunne J, Dolphin H, et al. Clinical performance of the fully automated Lumipulse
plasma p-tau217 assay in mild cognitive impairment and mild dementia. Alzheimers Dement
(Amst). 2025; 17(1): e70080. PMID 39959359

Cousins KAQ, Korecka M, Wan Y, et al. Comparison of plasma p-tau217/AB42, p-tau217, and
AB42/AB40 biomarkers by race to detect Alzheimer's disease. Alzheimers Dement. Aug 2025;
21(8): e70469. PMID 40801297

Wang J, Huang S, Lan G, et al. Diagnostic accuracy of plasma p-tau217/ApB42 for Alzheimer's
disease in clinical and community cohorts. Alzheimers Dement. Mar 2025; 21(3): e70038. PMID
40156286

U.S. Food and Drug Administration. 510(k) Substantial Equivalence Determination Decision
Summary. K252163, Roche Diagnostics, Elecsys Phospho-Tau (181P) Plasma.
https://www.accessdata.fda.gov/cdrh_docs/reviews/K252163.pdf. Accessed January 20, 2026.

U.S. Food and Drug Administration. 510(k) Substantial Equivalence Determination Decision
Summary. K242706, Fujirebio Diagnostics, Inc., Lumipulse G pTau217/-Amyloid 1-42 Plasma
Ratio https://www.accessdata.fda.gov/cdrh_docs/reviews/K242706.pdf. Accessed January 14,
2026.

Schindler SE, Petersen KK, Saef B, et al. Head-to-head comparison of leading blood tests for
Alzheimer's disease pathology. Alzheimers Dement. Nov 2024; 20(11): 8074-8096. PMID
39394841

Palmqvist S, Tideman P, Mattsson-Carlgren N, et al. Blood Biomarkers to Detect Alzheimer
Disease in Primary Care and Secondary Care. JAMA. Oct 15 2024; 332(15): 1245-1257. PMID
39068545

0366.28.docx Page 13 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

Palmqvist S, Warmenhoven N, Anastasi F, et al. Plasma phospho-tau217 for Alzheimer's disease
diagnosis in primary and secondary care using a fully automated platform. Nat Med. Jun 2025;
31(6): 2036-2043. PMID 40205199

Jack CR, Albert MS, Knopman DS, et al. Introduction to the recommendations from the National
Institute on Aging-Alzheimer's Association workgroups on diagnostic guidelines for Alzheimer's
disease. Alzheimers Dement. May 2011; 7(3): 257-62. PMID 21514247

Albert MS, DeKosky ST, Dickson D, et al. The diagnosis of mild cognitive impairment due to
Alzheimer's disease: recommendations from the National Institute on Aging-Alzheimer's
Association workgroups on diagnostic guidelines for Alzheimer's disease. Alzheimers Dement.
May 2011; 7(3): 270-9. PMID 21514249

Budd Haeberlein S, Aisen PS, Barkhof F, et al. Two Randomized Phase 3 Studies of
Aducanumab in Early Alzheimer's Disease. J Prev Alzheimers Dis. 2022; 9(2): 197-210. PMID
35542991

Salloway S, Chalkias S, Barkhof F, et al. Amyloid-Related Imaging Abnormalities in 2 Phase 3
Studies Evaluating Aducanumab in Patients With Early Alzheimer Disease. JAMA Neurol. Jan 01
2022; 79(1): 13-21. PMID 34807243

van Dyck CH, Swanson CJ, Aisen P, et al. Lecanemab in Early Alzheimer's Disease. N Engl J
Med. Jan 05 2023; 388(1): 9-21. PMID 36449413

Janelidze S, Pannee J, Mikulskis A, et al. Concordance Between Different Amyloid
Immunoassays and Visual Amyloid Positron Emission Tomographic Assessment. JAMA Neurol.
Dec 01 2017; 74(12): 1492-1501. PMID 29114726

Hansson O, Lehmann S, Otto M, et al. Advantages and disadvantages of the use of the CSF
Amyloid B (AB) 42/40 ratio in the diagnosis of Alzheimer's Disease. Alzheimers Res Ther. Apr 22
2019; 11(1): 34. PMID 31010420

Chételat G, Arbizu J, Barthel H, et al. Amyloid-PET and 18 F-FDG-PET in the diagnostic
investigation of Alzheimer's disease and other dementias. Lancet Neurol. Nov 2020; 19(11): 951-
962. PMID 33098804

Hyman BT, Phelps CH, Beach TG, et al. National Institute on Aging-Alzheimer's Association
guidelines for the neuropathologic assessment of Alzheimer's disease. Alzheimers Dement. Jan
2012; 8(1): 1-13. PMID 22265587

Zeltzer E, Schonhaut DR, Mundada NS, et al. Concordance Between Amyloid-PET Quantification
and Real-World Visual Reads. JAMA Neurol. Sep 01 2025; 82(9): 952-962. PMID 40720133

0366.28.docx Page 14 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

Palmgqyvist S, Mattsson N, Hansson O. Cerebrospinal fluid analysis detects cerebral amyloid-f3
accumulation earlier than positron emission tomography. Brain. Apr 2016; 139(Pt 4): 1226-36.
PMID 26936941

Palmqvist S, Zetterberg H, Mattsson N, et al. Detailed comparison of amyloid PET and CSF
biomarkers for identifying early Alzheimer disease. Neurology. Oct 06 2015; 85(14): 1240-9.
PMID 26354982

Lewczuk P, Matzen A, Blennow K, et al. Cerebrospinal Fluid AB42/40 Corresponds Better than
AB42 to Amyloid PET in Alzheimer's Disease. J Alzheimers Dis. 2017; 55(2): 813-822. PMID
27792012

Doecke JD, Chenna A, Lo M, et al. Combining Lumipulse p-tau217 and AB42/40 as confirmatory
tests for AR positivity prior to disease-modifying therapy. Alzheimers Dement. Sep 2025; 21(9):
e70707. PMID 40976838

Summary Review for Leqembi (lecanemab) Application Number: 7612690rig1s000. Center for
Drug Evaluation and Research. Available at
https://www.accessdata.fda.gov/drugsatfda_docs/summary_review/2023/7612690rig1s000SumR
.pdf. Accessed on March 23, 2026.

Prescribing Label for LEQEMBI (lecanemab-irmb) injection, for intravenous use. Available at
https://www.legembi.com/-/media/Files/Leqembi/Prescribing-Information.pdf?hash=3d7bf1a2-
5db2-4990-8388-81086f415676. Accessed on March 23, 2026.

Vanderstichele H, Bibl M, Engelborghs S, et al. Standardization of preanalytical aspects of
cerebrospinal fluid biomarker testing for Alzheimer's disease diagnosis: a consensus paper from
the Alzheimer's Biomarkers Standardization Initiative. Alzheimers Dement. Jan 2012; 8(1): 65-73.
PMID 22047631

Cordell CB, Borson S, Boustani M, et al. Alzheimer's Association recommendations for
operationalizing the detection of cognitive impairment during the Medicare Annual Wellness Visit
in a primary care setting. Alzheimers Dement. Mar 2013; 9(2): 141-50. PMID 23265826

Shaw LM, Arias J, Blennow K, et al. Appropriate use criteria for lumbar puncture and
cerebrospinal fluid testing in the diagnosis of Alzheimer's disease. Alzheimers Dement. Nov
2018; 14(11): 1505-1521. PMID 30316776

Hansson O, Batrla R, Brix B, et al. The Alzheimer's Association international guidelines for
handling of cerebrospinal fluid for routine clinical measurements of amyloid 8 and tau. Alzheimers
Dement. Sep 2021; 17(9): 1575-1582. PMID 33788410

Hansson O, Edelmayer RM, Boxer AL, et al. The Alzheimer's Association appropriate use
recommendations for blood biomarkers in Alzheimer's disease. Alzheimers Dement. Dec 2022;
18(12): 2669-2686. PMID 35908251

0366.28.docx Page 15 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

78.

79.

80.

81.

82.

83.

Atri A, Dickerson BC, Clevenger C, et al. Alzheimer's Association clinical practice guideline for
the Diagnostic Evaluation, Testing, Counseling, and Disclosure of Suspected Alzheimer's
Disease and Related Disorders (DETeCD-ADRD): Executive summary of recommendations for
primary care. Alzheimers Dement. Jun 2025; 21(6): €e14333. PMID 39713942

Dickerson BC, Atri A, Clevenger C, et al. The Alzheimer's Association clinical practice guideline
for the Diagnostic Evaluation, Testing, Counseling, and Disclosure of Suspected Alzheimer's
Disease and Related Disorders (DETeCD-ADRD): Executive summary of recommendations for
specialty care. Alzheimers Dement. Jan 2025; 21(1): e14337. PMID 39713957

Jack CR, Andrews JS, Beach TG, et al. Revised criteria for diagnosis and staging of Alzheimer's
disease: Alzheimer's Association Workgroup. Alzheimers Dement. Aug 2024; 20(8): 5143-5169.
PMID 38934362

Palmqvist S, Whitson HE, Allen LA, et al. Alzheimer's Association Clinical Practice Guideline on
the use of blood-based biomarkers in the diagnostic workup of suspected Alzheimer's disease
within specialized care settings. Alzheimers Dement. Jul 2025; 21(7): €70535. PMID 40729527

Dementia: assessment, management and support for people living with dementia and their
carers. National Institute for Health and Care Excellence. Published June 20, 2018.
https://www.nice.org.uk/guidance/ng97. Accessed March 23, 2026.

Cognitive impairment in older adults: screening. U.S. Preventative Task Force. Published
February 25, 2020. https://uspreventiveservicestaskforce.org/uspstf/recommendation/cognitive-
impairment-in-older-adults-screening. Accessed March 23, 2026.

0366.28.docx Page 16 of 19



) BlueCross
VAV BlueShield
® » Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA
SECTION: LABORATORY

NEXT ANNUAL REVIEW DATE: 3RD QTR 2027

ORIGINAL EFFECTIVE DATE: 07/29/26
LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26

ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR

ALZHEIMER DISEASE

Coding:

CPT: 0358U, 0361U, 0412U, 0443U, 0445U, 0459U, 0547U, 81099, 82233, 82234, 83520, 83884,

84393, 84394, 86849

CPT copyright 2025 American Medical Association. All rights reserved. CPT® is a registered trademark of

the American Medical Association.

History: Date:

Medical Policy Panel 07/29/26
Clinical Pharmacist 06/23/26
Medical Director (Dr. Raja) 05/13/26

Activity:

Approved guideline
Review with revisions
Review with revisions

Policy Revisions:

0366.28.docx Page 17 of 19



) BlueCross
N BlueShield
® o Arizona

An Independent Licensee of the Blue Cross Blue Shield Association

EVIDENCE-BASED CRITERIA ORIGINAL EFFECTIVE DATE: 07/29/26
SECTION: LABORATORY LAST REVIEW DATE: 07/29/26
CURRENT EFFECTIVE DATE: 07/29/26
LAST CRITERIA REVISION DATE: 07/29/26
NEXT ANNUAL REVIEW DATE: 3RD QTR 2027 ARCHIVE DATE:

EVALUATION OF CEREBROSPINAL FLUID, URINE, AND PLASMA TESTS FOR
ALZHEIMER DISEASE

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
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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 dil t'ad hazaadk’ehji haka a’doowolgo bee haz'a doo bagh
ilinigod. Ata’ halne’fgl'l' koj" bich'}" hodiilnih 877-475-47593,
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B EHEEMNREBELUSOEESIINEIAE. AN (uMER, FRER EUHBEART 877-475-4799,

Vietnamese: Néu quy vi, hay ngudi ma quy vi dang gidp d&, ¢ ciu hdi vé Blue Cross Blue Shield of Arizona guy vi s
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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,
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interpréte, appelez 877-475-4799.
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rufen Sie bitte die Nummer 877-475-4799 an,
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Serbo-Croatian: Ukoliko Vi il neko kome Vi pomaiete ima pitanje o Blue Cross Blue Shield of Arizona, imate pravo da
besplatno dohijete pomod i infarmacije na Vasem jeziku, Da biste razgovarali sa prevodiocem, nazovite 877-475-4759,
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