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MEDICAL POLICY

Aduhelm (aducanumab-avwa)
NOTICE

This policy contains information which is clinical in nature. The policy is not medical advice. The information
in this policy is used by Wellmark to make determinations whether medical treatment is covered under the
terms of a Wellmark member's health benefit plan. Physicians and other health care providers are
responsible for medical advice and treatment. If you have specific health care needs, you should consult
an appropriate health care professional. If you would like to request an accessible version of this document,
please contact customer service at 800-524-9242.

BENEFIT APPLICATION

Benefit determinations are based on the applicable contract language in effect at the time the services were
rendered. Exclusions, limitations or exceptions may apply. Benefits may vary based on contract, and
individual member benefits must be verified. Wellmark determines medical necessity only if the benefit
exists and no contract exclusions are applicable. This policy may not apply to FEP. Benefits are determined
by the Federal Employee Program.

This Medical Policy document describes the status of medical technology at the time the document was
developed. Since that time, new technology may have emerged or new medical literature may have been
published. This Medical Policy will be reviewed regularly and be updated as scientific and medical literature
becomes available.

DESCRIPTION

Aduhelm (aducanumab-avwa) is an amyloid beta-directed antibody indicated for the treatment of
Alzheimer’s disease. It is administered every 4 weeks as an intravenous (V) infusion.

This indication was approved by the Food and Drug Administration (FDA) in June 2021 under accelerated
approval based on reduction in amyloid beta plaques observed in patients treated with Aduhelm. On July
8, 2021, the FDA approved an updated label that recommends the treatment be used only by Alzheimer’s
patients with mild cognitive impairment or mild dementia stage of disease, the population in which treatment
was initiated in clinical trials. There are no safety or effectiveness data on initiating treatment at earlier or
later stages of the disease than were studied. Continued approval for this indication may be contingent
upon verification of clinical benefit in confirmatory trial(s).

POLICY

Aduhelm (aducanumab-avwa) is considered not medically necessary for all indications, including the
treatment for Alzheimer’s disease, due to insufficient evidence to demonstrate clinical efficacy, conflicting
clinical results from identically designed studies, and important safety concerns.
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CLINICAL RATIONALE

On June 7, 2021, the U.S. Food and Drug Administration (FDA) approved the monoclonal antibody,
Aduhelm (aducanumab), for the treatment of Alzheimer’s Disease (AD), a neurodegenerative disorder
resulting in progressive cognitive and behavioral decline, based on the surrogate endpoint of reduction of
amyloid beta plaque in the brain. On July 8, 2021, the FDA approved an updated label that recommends
the treatment be used only by Alzheimer’s patients with mild cognitive impairment or mild dementia stage
of disease, the population in which treatment was initiated in clinical trials. There are no safety or
effectiveness data on initiating treatment at earlier or later stages of the disease than were studied.
Continued approval for this indication may be contingent upon verification of clinical benefit in confirmatory
trial(s). This was a significant change, as the original Aduhelm label on June 7th was the broadest indication
the FDA could have approved and would have allowed use in anyone with a diagnosis of Alzheimer’'s
disease, even though the treatment had not been studied in those with moderate or advanced disease.

The approval of Aduhelm comes after an FDA Peripheral and Central Nervous System Drugs Advisory
Committee, consisting of a panel of outside advisers, reviewed the available evidence on the drug in
November 2020 and voted almost unanimously against approval of Aduhelm.

Efficacy
The efficacy of Aduhelm was evaluated in two identical, 18-month, multinational, randomized, double-blind,

unpublished, placebo-controlled phase Il studies [EMERGE (N = 1,643) and ENGAGE (N = 1,653)]. The
studies randomized patients with early AD (i.e., mild cognitive impairment [MCI] or mild dementia due to
AD) to low- or high-dose aducanumab or placebo (exact dosing depended on presence or absence of a
genetic marker of AD risk, apolipoprotein g4 [APOE ee4]). Patients on blood thinners and patients with a
history of cardiovascular disease (i.e., unstable angina, MI, advanced chronic HF, conduction
abnormalities) were notable exclusions.

EMERGE and ENGAGE have conflicting clinical results. Both studies were terminated prior to their planned
completion date after performing a futility analysis that found they were unlikely to meet their primary
objective. However, a later analysis based on additional follow-up data, showed that EMERGE met its
primary efficacy endpoint. The primary efficacy endpoint was the change from baseline on the Clinical
Dementia Rating-Sum of Boxes (CDR-SB) at Week 78. While patients in EMERGE who received high-dose
Aduhelm experienced a statistically significant change in CDR-SB compared with placebo (22% less
dementia progression vs to placebo), the change was not statistically significant for the high-dose Aduhelm
group in ENGAGE (2% increase in dementia progression vs placebo). Those treated with low dose in both
trials did not demonstrate a significant difference in dementia progression as compared to placebo. Analysis
of secondary endpoints were consistent with the primary endpoint result in each trial (statistically significant
differences from placebo in EMERGE, not statistically significant in ENGAGE).

A subgroup of patients from EMERGE and ENGAGE studies were evaluated for changes in key biomarkers
using positron emission tomography (PET) and cerebrospinal fluid assays. Individuals receiving high dose
Aduhelm demonstrated significant reductions in beta amyloid plagues compared with placebo. This
reduction in beta amyloid, a surrogate marker for Alzheimer's disease pathology, was the basis for
accelerated approval. Per the FDA, a surrogate endpoint is a marker that is thought to predict clinical benefit
but is not itself a measure of clinical benefit.

Safety
Aduhelm can cause amyloid related imaging abnormalities-edema (ARIA-E), which can be observed on

magnetic resonance imaging (MRI) as brain edema or sulcal effusions, and amyloid related imaging
abnormalities-hemosiderin deposition (ARIA-H), which includes microhemorrhage and superficial siderosis.
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A brain MRI should be obtained within one year prior to initiating treatment. The safety of Aduhelm in
patients with any pre- treatment localized superficial siderosis, 10 or more brain microhemorrhages, and/or
with a brain hemorrhage greater than 1 cm within one year of treatment initiation has not been established.

Warnings and precautions for Aduhelm include amyloid-related imaging abnormalities (ARIA) and
hypersensitivity reactions. The most common adverse reactions (> 10% and higher incidence compared to
placebo) with Aduhelm use were ARIA-edema (ARIA-E), headache, ARIA-hemosiderin deposition (ARIA-
H) microhemorrhage, ARIA-H superficial siderosis, and falls.

AAN Position Statement

The American Academy of Neurology (AAN) published a position statement on November 17, 2021, with
the purpose to offer ethical guidance on how neurologists can help patients make informed decision about
treatment with Aduhelm. Ethical guidance in the position statement says it is important to communicate to
people that Aduhelm will not cure Alzheimer's disease and does not restore cognitive function. The
statement noted that while Aduhlem reduces the beta-amyloid plaques in the brain that are markers of
Alzheimer's, it's unclear whether that provides any meaningful benefits to patients. It also says there are
insufficient grounds to warrant offering it to people with moderate or advanced dementia due to Alzheimer’s
disease, or by patients without biomarker evidence of brain beta-amyloid.

Due to the risk of brain inflammation and brain bleeds, which occurred in a third of patients in the studies
who received the dose approved by the FDA, the AAN statement said neurologists must inform patients
and families about the drug's potential risks of and the need for more frequent monitoring with MRI scans.
The statement also said that patients in racial and ethnic minorities need to be told about the lack of safety
and effectiveness data for them.

In summary, the clinical benefit of treatment for Alzheimer's disease with Aduhelm has not been
demonstrated and there are serious adverse events associated with its use. The establishment of a clinical
benefit, including improved cognitive function or slowing the decline of cognitive function, is warranted in
on-going clinical trials. The following conclusion is also stated in the FDA prescribing information,
“Continued approval for this indication may be contingent upon verification of clinical benefit in confirmatory
trial(s)”. No timeline is available for the completion of the confirmatory trial(s).

PROCEDURES AND BILLING CODES

To report provider services, use appropriate CPT* codes, Alpha Numeric (HCPCS level 2) codes,
Revenue codes, and/or ICD diagnostic codes.
o J0172 Injection, aducanumab-avwa, 2 mg (effective 1/1/2022)

REFERENCES

e Aduhelm [package insert]. Cambridge, MA: Biogen. March 2023.

e Fagan AM, Mintun MA, Mach RH, et al. Inverse relation between in vivo amyloid imaging load and
cerebrospinal fluid Abetad42 in humans. Ann Neurol. 2006;59(3):512-519.

o 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. 2011;7(3):270-279.

e O'Bryant SE, Waring SC, Cullum CM, et al. Staging dementia using Clinical Dementia Rating Scale
Sum of Boxes scores: a Texas Alzheimer's research consortium study. Arch Neurol. 2008;65(8):1091-
1095. doi:10.1001/archneur.65.8.1091.

Wellmark Blue Cross and Blue Shield is an independent licensee of the Blue Cross and Blue Shield Association. 3
© 2026 Wellmark, Inc.



e CDR Dementia Staging Instrument. Knight Alzheimer Disease Research Center.
https://knightadrc.wustl.edu/cdr/cdr.htm. Accessed: June 7, 2021.

e Morris JC. The Clinical Dementia Rating (CDR): current version and scoring rules. Neurology. 1993
Nov;43(11):2412-4.

o Folstein MF, Folstein SE, McHugh PR. "Mini-mental state". A practical method for grading the cognitive
state of patients for the clinician. J Psychiatr Res. 1975 Nov;12(3):189-98.

¢ MoCA Cognitive Assessment. https://www.mocatest.org/. Accessed: June 16, 2021.

o Nasreddine ZS, Phillips NA, Bédirian V, et al. The Montreal Cognitive Assessment, MoCA: a brief
screening tool for mild cognitive impairment [published correction appears in J Am Geriatr Soc. 2019
Sep;67(9):1991]. J Am Geriatr Soc. 2005;53(4):695-699.

e Schindler SE, Gray JD, Gordon BA, et al. Cerebrospinal fluid biomarkers measured by Elecsys assays
compared to amyloid imaging. Alzheimers Dement. 2018;14(11):1460-1469.

e Chiong W, Tolchin BD, Bonnie RJ, et al. Decisions With Patients and Families Regarding Aducanumab
in Alzheimer Disease, With Recommendations for Consent: AAN Position Statement. Neurology. 2021
Nov; 10.1212/WNL.0000000000013053; DOI: 10.1212/WNL.0000000000013053.

e 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. 2022;79(1):13-21.

POLICY HISTORY

Policy #: 05.04.41

Policy Creation: July 2021

Reviewed: June 2026

Revised: February 2022

Current Effective Date: March 10, 2022

Wellmark Blue Cross and Blue Shield is an independent licensee of the Blue Cross and Blue Shield Association. 4
© 2026 Wellmark, Inc.



