
 

March 18, 2022 

 

 

 

The Honorable Elise M. Stefanik 

U.S. House of Representatives 

Washington, DC  20515 

 

Dear Representative Stefanik: 

  

Thank you for your letter to Secretary Becerra and me regarding the Centers for Medicare & 

Medicaid Services’ (CMS) proposed National Coverage Determination (NCD) for monoclonal 

antibodies that target amyloid for the treatment of Alzheimer’s disease through Coverage with 

Evidence Development (CED).   

 

Over six million older Americans are believed to have Alzheimer’s disease, and this prevalence 

is expected to rise to 14 million by 2060, barring effective interventions.  Effective treatments 

are needed, and because of the immense burden of this devastating disease on the Medicare 

population, combined with the potential for some promise in this drug class’ effectiveness, we 

proposed a CED to support rigorous trials to answer whether antiamyloid monoclonal antibodies 

provide a reasonable and necessary treatment for Medicare patients.  

 

CMS received over 9,000 comments on the proposed NCD and, after reviewing all comments 

received, CMS will announce its final decision by April 11, 2022. CMS is committed to 

transparency and wants everyone to understand how decisions regarding Medicare coverage are 

made.  A list of names of all organizations the agency has met with regarding monoclonal 

antibodies directed against amyloid for the treatment of Alzheimer’s disease can be viewed on 

the tracking sheet for this NCD analysis (https://www.cms.gov/medicare-coverage-

database/view/ncacal-tracking-sheet.aspx?ncaid=305).   

 

CMS follows a longstanding process established by Congress to determine whether a medical 

item or service can be covered nationally by Medicare, including when an item or service is 

reasonable and necessary for the diagnosis or treatment of an illness or injury under section 

1862(a)(1)(A) of the Social Security Act.  The Food and Drug Administration (FDA) acts under 

a different statute than CMS and the agencies have different but complementary goals.  The 

standard for Medicare coverage is not synonymous with the standards for FDA approval of a 

drug.  While the FDA reviews drugs to ensure they meet applicable safety and effectiveness 

standards, CMS generally evaluates whether the drug is clinically beneficial to Medicare 

patients.  

 

CMS looks to the evidence supporting FDA approval for data on improvement in health 

outcomes and the durability of those outcomes for Medicare patients.  CMS and FDA have found 

that manufacturers benefit from engaging both Agencies at the pivotal clinical trial design phase.  

Feedback from the Agencies can assist manufacturers in designing pivotal trials that can answer  
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both Agencies' evidentiary questions.  If there is insufficient data on those elements, it is difficult 

for CMS to make a favorable evidence-based decision regarding whether the drug meets the 

statutory criteria to be reasonable and necessary.  

 

When issuing NCDs under the reasonable and necessary standard, CMS generally evaluates 

whether the item/service improves health outcomes for Medicare beneficiaries.  CMS reviews all 

relevant evidence and weighs the harms (e.g., brain swelling and/or bleeding) and benefits (e.g., 

slower decline in cognition and function).  In the case of Aduhelm, the FDA determination was 

based on a surrogate outcomes endpoint (i.e., the drug reduces beta amyloid in the brain).  To 

date, no randomized controlled trial has demonstrated a meaningful improvement in health 

outcomes for patients treated with antiamyloid monoclonal antibodies for the treatment of 

Alzheimer’s disease.   

  

This is the first time CMS has proposed CED with a randomized controlled trial requirement for 

a class of drugs.  However, CMS has previously required randomized controlled trials in other 

NCDs, including for FDA-approved uses in some cases such as in the NCD for Vagus Nerve 

Stimulation for Treatment Resistant Depression (NCD 160.18).  Additionally, CMS has finalized 

NCDs with CED for certain drugs and biologics where trials can be used.  For example, under 

the NCD for Beta Amyloid Positron Tomography in Dementia and Neurodegenerative Disease 

(NCD 220.6.20), the CED requirement for Positron Emission Tomography beta amyloid imaging 

(which uses radiopharmaceuticals) can be met by comparative and longitudinal clinical trials. 

The Beta Amyloid Positron Tomography in Dementia and Neurodegenerative Disease NCD is 

also an example of an NCD that offers CED for a class of drugs or biologics.  Generally, NCDs 

encompass a category or class of drugs or devices when that category or class has a similar 

function.  CMS has followed the same public comment procedures for making NCDs since 2004, 

when the NCD process was updated in accordance with the statutory requirements established in 

the Medicare Prescription Drug, Improvement, and Modernization Act of 2003.  

 

The trial requirements proposed in the memorandum are intended to ensure all approved trials 

are safe and generate meaningful clinical outcome information.  For example, CMS proposed 

that the setting for CMS-approved clinical trials be hospital-based outpatient facilities in order to 

give patients access to integrated and coordinated care, availability of advanced imaging or other 

diagnostic tests, and rapidly-available advanced care if needed.  The proposal was also intended 

to reassure patients that CMS-approved research with antiamyloid monoclonal antibodies will be 

conducted in a rigorous setting to minimize any potential harms from the treatment.  

 

CMS also proposed that the diversity of patients included in each trial must be representative of 

the national population diagnosed with Alzheimer’s disease due to the lack of diversity in 

previous trials and the higher prevalence of Alzheimer’s disease in Black and non-White 

Americans (see Health Disparities section of the proposed NCD for more information).  As you 

noted in your letter, the proposed decision would exclude patients with any neurological or other 

medical condition other than Alzheimer’s disease that may significantly contribute to cognitive 

decline.  This reflects exclusions commonly seen in trials for drugs intended to treat Alzheimer’s 

disease.  Generally, patients with factors that could mask the effect of an intervention may be 
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excluded from clinical trials so that the effects of treatment can be isolated and evaluated with as 

few confounding factors as possible.  

 

Finally, CMS will issue guidance surrounding coding details and payment rates, including 

required beneficiary cost-sharing, upon the publication of the final NCD.   

 

We also appreciate your statements regarding coverage of innovative technologies.  CMS 

remains committed to our shared goal of establishing an expedited coverage pathway that better 

achieves the goals of timely and predictable Medicare coverage of innovative devices while 

ensuring that Medicare covers items and services on the basis of scientifically sound clinical 

evidence and with appropriate safeguards.  CMS is holding listening sessions on coverage for 

emerging technologies and intends to address this issue in future rulemaking.  The first listening 

session was held on February 17 and the second is scheduled for March 31, 2022.  

 

Thank you again for your letter.  CMS will be considering your comments as we work to finalize 

an NCD for FDA-approved monoclonal antibodies that target amyloid for the treatment of 

Alzheimer’s disease.  If you have further thoughts or questions, please have your staff contact 

the CMS Office of Legislation.  I will share this response with the co-signers of your letter. 

 

Sincerely,  

 

 

 

      Chiquita Brooks LaSure 


