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August 1, 2013 
 
 
Louis Jacques, M.D. 
Director, Coverage and Analysis Group 
Office of Clinical Standards and Quality 
Centers for Medicare & Medicaid Services 
7500 Security Boulevard 
Baltimore, MD 21244 
 
VIA ELECTRONIC SUBMISSION 
 
RE: CAG-00431N Beta Amyloid Positron Emission Tomography in Dementia and Neurodegenerative Disease 
 
Dear Dr. Jacques: 

The Society of Nuclear Medicine and Molecular Imaging (SNMMI) appreciates the opportunity to comment on the 
Proposed Decision Memo for Beta Amyloid Positron Emission Tomography (PET) in Dementia and 
Neurodegenerative Disease.  SNMMI disagrees with the Proposed Decision Memo and believes that significant 
revisions are needed before release of the Final Decision Memo. 

SNMMI believes that sufficient evidence exists to support immediate coverage, which would change patient 
management, leading to better health outcomes for patients and assisting families who are making care decisions.  
SNMMI believes that coverage with evidence development (CED), as proposed, is not appropriate for beta-amyloid 
imaging, which the U.S. Food and Drug Administration has already approved, noting its clinical utility.  We urge that 
the Final Decision Memo cover amyloid-beta (Aβ) PET imaging following appropriate use criteria for patients who 
currently would benefit from this technology to improve the accuracy of determining the cause of their condition 
and their management.  These patients cannot wait to have access to the best currently available evaluation and 
treatment.  While we agree that more information is needed, the proposed CED is impractical, fails to advance the 
field, would significantly delay translation of significant advances to clinical care, and would fail to include those who 
are most in need and simultaneously least likely to qualify or be able to participate in such a study.  Furthermore, 
the standards for judging the adequacy of evidence needed and the potential number of covered CED trials is 
ambiguous.  A Final Decision should provide greater clarity and provide a clear path for future coverage. 

SNMMI’s comments will focus on the following areas: 
 

 Evidence supporting amyloid imaging 

 CED challenges 

 Alternative CED recommendations 
 
Evidence supporting amyloid imaging 

Earlier this year the Alzheimer’s Association (AA) and SNMMI jointly developed appropriate use criteria (AUC).  The 
end result concluded that Aβ PET imaging demonstrates more than adequate evidence exists for Medicare to cover 
Medicare beneficiaries without additional onerous CED.  The criteria demonstrated that for amyloid imaging to be 
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considered appropriate, individuals must exhibit several characteristics.  These include: (1) a cognitive complaint 
with objectively confirmed impairment; (2) Alzheimer's disease (AD) as a possible diagnosis, but when the diagnosis 
is uncertain after a comprehensive evaluation by a dementia expert; and (3) knowledge of the presence or absence 
of amyloid-beta pathology is expected to increase diagnostic certainty and alter management. 

Should all of these criteria be met, amyloid PET imaging is appropriate in the following scenarios:  
 

 Patients with persistent or progressive unexplained mild cognitive impairment.  

 Patients satisfying core clinical criteria for possible Alzheimer's disease because of unclear clinical 
presentation, either atypical clinical course or etiologically mixed presentation.  

 Patients with progressive dementia and atypically early age of onset (usually defined as 65 years or less in 
age). 

 
CMS states in the Proposed Decision Memo that the evidence is not adequate to conclude that PET amyloid-beta 
imaging improves meaningful health outcomes in beneficiaries who display signs and symptoms of AD.  SNMMI 
respectfully disagrees with that statement under the criteria and scenarios laid out in the AUC.  CMS also states the 
evidence is not adequate to conclude that PET Aβ results inform the treating physician’s management of the 
beneficiary to improve meaningful health outcomes.  Again, SNMMI disagrees with this assessment under the 
criteria and scenarios laid out in the AUC, particularly with regard to a differential diagnoses and the avoidance of 
futile treatment or tests.  CMS did conclude “there is sufficient evidence that the use of PET Aβ imaging could be 
promising to exclude Alzheimer’s disease in narrowly defined and clinically difficult differential diagnoses, such as 
AD versus frontotemporal dementia (FTD),” yet still declined to cover the procedure under these circumstances. This 
evidence was carefully reviewed and assessed by the Alzheimer’s Imaging Taskforce (AIT) convened by the 
Alzheimer’s Association and SNMMI to write the AUC. 
 
CMS should consider what a meaningful health outcome for a patient with mental cognitive decline should look like.  
In our experience, for a patient, being taken off powerful medications that are not indicated for their condition is 
most certainly a meaningful health outcome.  For a patient who has a diagnosis of Alzheimer’s disease, and is being 
treated as having Alzheimer’s disease, having a test which can exclude AD certainly has a meaningful health 
outcome.  Current standard care for Alzheimer's disease and related dementia disorders is not only to attempt 
fundamental treatments or prevention, but also to provide symptom treatment, quality of care and care 
arrangement.  The outcome goes beyond a patient's quality of care and the Medicare beneficiary expenditure of 
care resources, but also for their family and caregivers.  And yet, CMS is proposing that evidence is insufficient to 
conclude that the use of PET amyloid-beta imaging improves health outcomes for Medicare beneficiaries with 
dementia or neurodegenerative disease and thus is not reasonable and necessary.  We disagree.   
 
CED challenges 
 
While CMS decided to cover one scan, it did so under coverage with evidence development which is so onerous, in 
our opinion and experience, that it is in effect a non-coverage decision.  CMS states that the gold standard diagnosis 
for AD remains postmortem.   Therefore, it indicates any CED trial design will need to be tied to autopsy.  However, 
a challenge is a significant time lapse from the initial amyloid scan to autopsy of patients who may benefit from 
amyloid PET imaging defined in the AUC.  These elderly patients might carry comorbidities that affect their cognitive 
status and outcome through the course.  This is particularly true for early-stage and atypical patients for whom 
amyloid PET imaging is recommended in the AUC.  While performance of an autopsy is admirable, and under certain 
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circumstances appropriate, CMS does not currently reimburse for the arrangement or performance of an autopsy.  
Access to brain autopsy is impossible for outpatients in large areas of the United States and outside the means of 
most families or a registry to arrange or pay for.  The FDA already set the rigorous standards for the approval of 
amyloid PET imaging.  They required that the abnormalities seen on PET closely correlate with neuritic amyloid 
pathology seen post-mortem.  The results of imaging vs. post-mortem studies with Amyvid™ met those rigorous 
standards, leading to FDA approval of Amyvid™.  So why does the CED need to be tied to autopsy?  To do so makes 
any CED impractical, grossly delays access to important, new diagnostic technology and assures that the results will 
be from grossly unrepresentative populations.  Furthermore, the questionable ethics of coverage only for CED with 
autopsy would place coercive pressure on vulnerable populations, who have cognitive decline, and their families to 
enter into research as subjects in order to accrue the medical benefit of imaging evidence for absence of or 
moderate to frequent neuritic plaque. 
 
CMS states in the proposed decision memo, “Given that the gold standard diagnosis for AD remains postmortem, 
creating the building blocks of evidence-based appropriate use criteria, and establishing clinical utility on firm 
ground, will unfortunately take time.”  How much time should patients wait?  Amyvid™ has already met the rigorous 
imaging versus postmortem studies, the AIT has firmly established appropriate use criteria and the FDA established 
clinical utility with approval.  SNMMI is disappointed with the Proposed Decision Memo because we believe amyloid 
PET imaging is a medical advance that meets the major goal of the National Plan to Address Alzheimer’s Disease to 
make major strides in the diagnosis and treatment of AD by 2025.  Alzheimer’s disease is a major and growing public 
health problem.  The proposed decision admits that amyloid PET would provide more accurate diagnosis in the 
context of clinical drug trials.  Why then, not allow patients not in clinical trials similar advantage of more accurately 
and specifically knowing the cause of their illness? 
 
Our experience with CED has been widespread with the NOPR and many lessons have been learned.  CED has an 
important role and can be extremely helpful to expand access, while collecting data for more informed “short term” 
evidence based decisions.  However, CED should not be employed for studies that are intended to be long term as 
the logistics are not practical or reasonable from the point of view of patients.  Those long range clinical trials should 
be left to the academic and clinical research centers with the data collection rigor, difficult end points, and 
prospective, randomized, blinded studies.  Evidence needed for coverage decisions should be based upon pragmatic 
study principles, including disadvantaged, underrepresented, and medically complex patient populations that are 
unable to participate in rigorous, long-term clinical trials.  In our experience, the target population of patients with 
difficult to diagnose cognitive deficits and who have a variety of socioeconomic environments often would be unable 
to adhere to randomized trial protocols and, likewise, would compromise the analysis of outcomes due to large 
drop-out rates and large amounts of missing data.  
 
If we look to the National Oncologic PET Registry (NOPR) which is viewed by many, including CMS, as a very 
successful coverage with evidence (CED) program, there are some facts that we cannot escape or overcome.  The 
CED program was burdensome and required prolonged and sustained effort.  In fact, CMS allowed for the initial CED 
coverage to begin on January 28, 2005.  However, setting up the structure and CMS approved measures were not 
completed for implementation by both CMS and NOPR until May 8, 2006, one year and 3 months later.  Data 
collection began for Medicare beneficiaries with a PET study on or after May 8, 2006. Subsequently, the published 
literature reporting on the NOPR data occurred on January 15, 2009, NOPR requested reconsideration based on the 
new evidence from the CED, and CMS granted a slightly expanded coverage policy, allowing continued coverage only 
under the CED model.  The second phase of NOPR opened in 2009; more papers from the previous NOPR were 
published, as well as published literature from the second phase of NOPR 2009.  All this significant work by many 
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dedicated individuals resulted in a final CMS decision to end the data collection on June 11, 2013. The NOPR 
experience for CED, from official start to finish, lasted 8 years and 4 months and 15 days.  While there are many 
more lessons to learn from the NOPR experience, this timeline of more than 8 years for a CED with far less 
requirements to end points, supports our notion that the endpoint of autopsy that has been proposed is not 
appropriate for CED. 
 
Alternative CED approach 
 
As an alternative to the proposed CED, CMS should consider a similar approach to the information collected on FDG 
PET for dementia.  Prior FDG PET imaging approval by CMS for dementia evaluation (Alzheimer's disease versus 
frontotemporal dementia) with an appropriate checklist and prior medical workup requirements has been 
successfully operationalized and guided effective, but  a limited use of the national resources.  We would like to 
advocate a similar approach for amyloid PET imaging.  We recommend immediate coverage for the three indications 
of the appropriate use criteria with an enhanced checklist similar to the FDG checklist.  Data collected from billing 
records could then be used to assess the effectiveness of the program applying appropriate use guidelines. 
 
All Medicare eligible patients, and not just those in limited clinical trials, should have access to a valuable new tool 
that can assist physicians to better diagnose patients with cognitive impairment.  SNMMI recommends CMS reverse 
its proposed decision memo and cover the three indications of the appropriate use criteria without inappropriate 
coverage with evidence development.  We disagree with CMS that a beta amyloid scan does not lead to better 
health outcomes for patients, particularly in the case of a differential diagnosis which can prevent patients from 
being subjected to inappropriate medications and costs.  We believe that additional information provided by the PET 
study would be helpful assisting physicians to better manage their patients and therefore recommend implementing 
checks and balances, such as an enhanced FDG checklist.  We do not share CMS’s belief that this needs to 
“unfortunately take time.” 
 
We welcome the opportunity to discuss this further and would be happy to meet with you at a date and time of 
your choosing. 
 
Sincerely, 
 

 
 
Gary Dillehay, MD, FACNM, FACR 
President, SNMMI 

 

 
 

 

 

 

 


