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Introduction 

Alzheimer's disease (AD) is the most common cause of dementia and is characterized by 

degeneration of brain regions related to learning, memory, and other cognitive domains. The 

two neuropathological hallmarks of Alzheimer’s are amyloid beta (Aβ) plaques and 

neurofibrillary tangles, which are widely hypothesized to initiate a cascade of events that 

culminates in AD dementia. Importantly, this cascade of changes in the brain may begin up to 

20 years before the onset of clinical symptoms of AD.1 

According to the Alzheimer’s Association,2 approximately 5.8 million Americans age 65 and 

older are living with AD dementia in 2020. Given that aging is the greatest known risk factor for 

developing AD, and that the size of the U.S. population aged 65 or older continues to grow, an 

estimated 13.8 million individuals in the U.S. may develop AD dementia by 2050. Yet the 

Alzheimer’s Association also notes that survey data suggest that AD is underdiagnosed: the 

Medicare Annual Wellness Visit has a cognitive evaluation component, but less than half of 

primary care physicians (PCPs) surveyed include it as part of standard protocol.2 

Early diagnosis of AD may benefit patients, families, health care providers, and society.3 For 

instance, the potential cost savings of early diagnosis could be as much as $7 trillion in medical 

and long-term care costs.2 Early diagnosis may become even more important if new therapies 

for early-stage AD become available. However, a recent RAND report notes that the U.S. health 

care system is not prepared to handle the potentially large number of patients eligible for 

possible new therapies.4 As many as 15 million Americans with mild cognitive impairment (MCI) 

due to AD and mild AD dementia would need specialist evaluation, diagnostic testing, treatment, 

and monitoring, but they may have to wait for as long as 18 months to begin the process due to 

multiple factors including limited capacity of specialists. As a result, approximately 2.1 million 

patients may develop AD dementia between 2020 and 2040 while on waiting lists. A 2015 

Gerontological Society of America report echoes these findings, noting limited detection of 

cognitive impairment and numerous barriers to detection in primary care, including lack of time 

and treatments, specialist availability, inadequate diagnostic skills, and concerns about the 

effect of a dementia diagnosis on patients and their families.5 Clearly, there is an urgent need to 

improve the U.S. health care system infrastructure for early diagnosis of AD as well as ongoing 

care and treatment for patients with the disease. 

In this paper, we describe key insights and findings on current trends and potential future needs 

for early diagnosis and treatment of AD from a burden-of-illness (BOI) analysis, expert input 

forum findings from participating AD subject matter experts (SMEs), and the AD literature. 

The AD continuum 

Alzheimer’s disease may be characterized as a continuum that begins with a preclinical phase 

during which AD pathology, including Aβ pathology, is present in the brain without clinical 

symptoms. The next stage, MCI due to AD, is the earliest symptomatic stage of AD. While MCI 

can have multiple etiologies, 40% to 60% of people age 58 and older diagnosed with MCI also 

have underlying AD pathology.6 MCI due to AD results in a mild but measurable decline in 

cognitive ability. This decline may be serious enough to be noticeable to the person affected as 

well as to their family and friends. Signs of MCI include regularly forgetting events or 

appointments, losing things, and having more trouble finding words for things or ideas.2,6 As the 
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severity of cognitive impairment and interference in daily activities progressively increases, 

individuals progress into AD dementia. 

Mild dementia may cause symptoms that necessitate getting help with complex daily activities, 

whereas moderate AD (often the longest stage) may affect communication, routine self-care, 

personality, and behavior that reduces patient independence. In the final stage, severe AD 

makes most daily activities unmanageable, physical health becomes noticeably affected (i.e., 

movement and swallowing), and individuals become bedbound, requiring sustained care. 

AD pathophysiology 

Aggregation of the Aβ peptide into extracellular amyloid plaques is a pathological hallmark of 

AD. Under normal conditions, Aβ is produced in neurons and is secreted into the extracellular 

space of the brain, where it is present in soluble form. In AD, evidence suggests that an 

imbalance between Aβ production and clearance can cause the Aβ to accumulate.7 These 

aggregated forms of Aβ are widely hypothesized to initiate a series of events in the brain that 

drives tau pathology, neuronal loss, and clinical decline.8 The aggregation of Aβ in the brain is 

therefore a biomarker of AD pathology and can be assessed with amyloid positron emission 

tomography (PET) imaging and analysis of Aβ levels in the cerebrospinal fluid (CSF). As stated 

in the AD continuum section above, individuals with normal cognition who also have Aβ 

pathology (i.e., preclinical AD) have an increased risk of progressing to MCI compared with 

those without Aβ pathology.2 

While multiple therapies are approved to treat symptoms of AD dementia, there are currently no 

FDA-approved medications to treat MCI due to AD or to target the underlying pathology of AD. 

The focus of several investigational AD therapies, including monoclonal antibodies that target 

Aβ, is to delay the progression of AD by directly targeting the underlying pathology of the 

disease.  

Facilitating Detection and Management of Mild Cognitive 

Impairment Due to Alzheimer’s Disease and Mild Alzheimer’s 

Disease Dementia 

If therapies to treat the underlying pathology of AD become available, the AD care management 

pathway may fundamentally change. To explore health system readiness to integrate these 

potential therapies, Premier and Biogen collaborated on a multicomponent project that included 

a BOI analysis that leveraged data from the Premier Healthcare Database (PHD)9 and two 

expert input forums (the forums) that captured discussion with panels of SMEs on topics 

including challenges in identification, diagnosis, and management of MCI due to AD and mild 

AD dementia patients; knowledge gaps in patient management strategies; and refining 

resources and processes to facilitate identification and management of this patient population.  

Burden-of-illness (BOI) trends illuminated in Premier data 

The PHD is a HIPAA-compliant, U.S. hospital-based, service-level, all-payer database of 

information on inpatient discharges. The PHD derives data from geographically diverse 

community and teaching hospitals across the country and includes standard hospital discharge 
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files containing information about patients’ demographics, disease states, and billed services 

(i.e., medications, laboratory tests performed, diagnostics, therapeutic services) in statistically 

deidentified patient daily service records. The BOI analysis used data from the PHD to obtain 

diagnostic codes to assess BOI for patients diagnosed with, and at risk for developing, dementia 

due to AD. The descriptive analysis of patient populations in the report comprises demographics 

(i.e., age, gender, race), care journey and utilization (i.e., therapeutics, imaging), and cost.  

The BOI analysis showed that of patients 65 years or older represented in the PHD, 6% have a 

diagnosis of AD dementia or related conditions such as unspecified dementia, senile 

degeneration of the brain, age-related cognitive decline, amnestic disorders, and delirium due to 

known physiological conditions. Patients coded with a specified dementia not related to AD (i.e., 

vascular dementia, Lewy body dementia) are not included in this analysis. 

In 80% of the facilities represented in the PHD, the prevalence rate for AD and related 

conditions falls between 3.7-9.3%, and nearly half of these patients have two or more co-

existing chronic conditions (Figure 1). Of the total facility population costs reported for these 

patients in 2019, emergency department (ED) visits represented 2%, observation and other 

patient encounters represented 9.2%, and acute inpatient stays represented 86.4%.  

Figure 1. AD and related conditions prevalence rate in patients ≥65 years of age by region, 2019 

data 
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Forum insights into the MCI due to AD and mild AD dementia landscape 

In addition to the PHD data analysis, Premier conducted two forums to gain insight into SMEs’ 

current knowledge, attitudes, and beliefs on the diagnosis of MCI due to AD and mild AD 

dementia, potential disease-modifying therapies (DMTs) for AD, and barriers to AD biomarker 

testing including CSF analysis and PET scans. 

The objectives of the forums were to:  

• Understand barriers and facilitators of identification, diagnosis, and management of 

patients with MCI due to AD and mild AD dementia 

• Identify knowledge gaps in management strategies for these patients  

• Understand how potential DMTs may be evaluated and used in hospital systems 

• Identify resources and processes to facilitate identification and management of this 

patient population 

Premier developed an agenda, a moderator’s discussion guide, and meeting presentation 

materials for the forums. A Premier staff member served as lead moderator. Twenty-one SMEs 

with expertise in MCI due to AD and mild AD dementia representing geographically diverse 

community-based and academic health systems participated in the forum discussions. They 

included memory program coordinators and directors, imaging specialists, infusion specialists, 

radiologists, neurologists, psychiatrists, research scientists, and pharmacy specialists. 

Key Challenges Identified 

Equipping primary care providers for initial assessment and appropriate referral 

Primary care providers will likely play an important role in identifying patients who may have 

MCI due to AD and mild AD dementia. SMEs observed that PCPs, not specialists, handle 80% 

to 85% of dementia care in the country, and that 80% of initial assessments happen outside of 

memory disorder programs.  

SMEs agreed that a standard process for identifying and diagnosing cognitive impairment does 

not exist in primary practice today. This contributes to “a lack of diagnostic confidence” among 

PCPs, as one SME put it. Accurate diagnosis depends on understanding cognitive screening 

tests and the AD continuum, assessing relevant medical history (including risk factors), and 

performing a differential diagnosis to rule out other potential causes of cognitive decline, such 

as medication effects and vitamin B12 deficiency. However, due to time constraints in a typical 

primary care visit, PCPs 

may not focus on cognitive 

testing on a consistent 

basis. For instance, a recent 

survey20 of adults aged 65 

and older enrolled in fee-for-

service Medicare or 

Medicare Advantage 

revealed that approximately 

one-half of beneficiaries 

surveyed reported having an 

“The key elements are support at the front end 

for Primary Care doctors in assisting with 

diagnosis and clinic physician support tools at the 

front to get the right people in for the right 

treatment.” – Memory Care Center Director 
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annual wellness visit, and fewer than one-third reported having a structured cognitive 

assessment. Compounding the challenge, PCPs may lack education and experience in 

conducting thorough cognitive assessments and in referring patients with cognitive impairment 

appropriately to specialists. 

Early detection and access to care  

Potential benefits of an early diagnosis include the opportunity to implement coordinated care 

plans, better manage symptoms, and improve patient safety.3 However, early detection is 

challenging. First, MCI has multiple etiologies other than AD that may contribute to an 

inaccurate diagnosis. These include vitamin B12 deficiency; reversible cognitive side effects of 

medications such as anticholinergics, psychoactive drugs, antidepressants, anticonvulsants, 

histamine H2 receptor antagonists, corticosteroids, nonsteroidal anti-inflammatory agents, and 

cardiac medications; and comorbidities such as sleep apnea, chronic insomnia, anxiety, or 

depression.10  Second, distinguishing subjective cognitive complaints and age-related cognitive 

impairment from early manifestations of AD can be difficult without cognitive screening tests, 

which are not used consistently in clinical practice. And third, while biomarker-based 

confirmation of AD pathology can improve diagnostic accuracy, use of AD biomarker testing is 

limited in clinical practice today.  

Other challenges SMEs identified 

included inconsistent use of 

cognitive screening tools, 

dementia care largely occurring in 

primary care, a lack of appropriate 

and timely referrals to specialists, 

potential DMTs possibly requiring 

close evaluation and follow-up by 

specialists, and ineffective care 

coordination along the diagnostic 

journey and the long-term care 

continuum.5,11  Figure 2 

summarizes challenges SMEs 

noted in their respective health 

systems. 

 

  

“Primary care providers, not 

specialists, handle 80-85% of dementia 

care in the country, and 80% of initial 

assessments happen outside of 

memory disorder programs.”  - 
Hospitalist 
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Figure 2. Summary of key challenges to integrating potential new AD therapies  

 Gaps in 

Primary 

Care  

• Primary care, not specialists, handles 80-85% of dementia care in the 

country, and 80% of initial assessments happen outside of memory 

disorder programs. 

• There is a lack of “diagnostic confidence” among PCPs. 

• There is no regular screening for cognitive impairment for most patients. 

• PCPs often lack education and experience in conducting thorough 

cognitive assessments in a standardized and timely manner, and in 

referring patients appropriately to specialists. 
 

Patient 

Identification 

• Many patients have MCI, and the number is projected to increase 

considerably over time. 

• There are inconsistencies in how patients with MCI are identified, 

evaluated, and managed: 

o Ineffective identification of patients with MCI may result in a lack 

of timely referrals to specialists and may result in progression to 

dementia. 

o Some patients may be inappropriately diagnosed with potential 

MCI, which may result in inappropriate referrals to specialists. 

o There is no standard entry pathway into a dementia service line. 

o Diagnostic testing is not standardized. 

o There is no standard pathway and process for identifying and 

diagnosing the patient population with cognitive issues. 
 

Access to 

Care  

• Neurology is under-resourced and has insufficient bandwidth to 

accommodate the large number of MCI patients who need assessment, 

treatment, and management. 

• An extensive interdisciplinary care team is needed for assessment, 

diagnosis, treatment, and management because treatment approaches 

typically include a pharmaceutical intervention, cognitive therapy, and 

social services engagement. 

• Potential for increased use of telehealth driven by the COVID-19 

pandemic is not aligned with the need for high-touch care for patients 

with MCI. 

 Care 

Coordination 

• Neurologic and cognitive assessments are not coordinated in a way that 

would detect early changes and enable patients to access treatment in 

the early stages of the disease. 

• There is no clear direction on the diagnostic/intervention process for 

multiple providers along the care continuum. 

• There may be inefficient engagement between primary care clinics and 

memory care clinics. 

• Electronic health records are not typically used to initiate and facilitate 

communication between clinics and guide patient care. 

• Typically, there is no central point of contact in a health system that all 

providers on a given patient case can leverage to coordinate care or find 

available resources. 

 

Overall, participating SMEs stated that if potential new treatments emerge, the care pathway 

needs to evolve to accommodate timely access to diagnosis and treatment for effective patient 

outcomes. It will become even more important to engage with patients who clearly meet 

eligibility criteria for potential new treatments early in their disease process, which is not current 
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standard practice. These findings align with other reports in the literature4,12–17 and highlight a 

need to equip the primary care workforce to recognize early signs of cognitive impairment and 

to initiate assessment and specialist referral as appropriate. Several organizations have 

proposed that the ideal patient journey encompasses primary care, where routine care visits 

occur and warning signs of cognitive issues could be captured.5,18,19 

Complexity of care  

The American Academy of Neurology (AAN) guideline on MCI17 recommends that clinicians: 

• Assess for MCI with validated tools in appropriate scenarios 

• Evaluate patients with MCI for modifiable risk factors, assess for functional impairment, 

and assess for and treat behavioral/neuropsychiatric symptoms  

• Monitor cognitive status of patients with MCI over time 

• Discontinue cognitively impairing medications where possible and treat behavioral 

symptoms 

• Consider not offering cholinesterase inhibitors, and if offering, discussing lack of 

evidence 

• Recommend regular exercise and cognitive training  

• Discuss diagnosis, prognosis, long-term planning, and the lack of effective medicine 

options 

• Discuss biomarker research with patients with MCI and families. 

Engaging in this level of evaluation is a challenge in a typically brief clinical visit. Additionally, 

potential advances in therapy for patients with MCI due to AD and mild AD may result in a surge 

of patients seeking a diagnosis or eager to try new therapies, yet clinicians and specialists may 

be in short supply and high demand.15 Additionally, PCPs will need support in identifying 

potential eligible patients in a timely manner, conducting appropriate referrals to specialists, and 

managing potential side effects of treatment. Therefore, while health systems may be interested 

in becoming early adopters 

of potential new therapies, 

readiness to adopt and 

integrate future therapies 

into the care pathway is 

less clear. 

Potential new treatments 

may also introduce new 

complexities into the care 

pathway that may require 

increased touchpoints along the care continuum. For instance, there may be an increased need 

for biomarker testing or a need to assess potential novel safety findings. Therefore, adoption of 

a potential new treatment may require the development of new care standards, and the 

identification of site champions capable of implementing them in health systems across the U.S. 

“The dilemma is what kind of education or other 

systems measures are needed in the community to 

make a more accurate diagnosis.” – Neurologist 
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The role of specialists and care coordinators 

Cognitive and functional evaluation 

Navigating the health care system can be a major source of frustration and a roadblock for 

patients seeking assessment, diagnosis, and treatment.21 SMEs attested that currently, 

neurologic and cognitive assessments are not coordinated in a way that facilitates the detection 

of early changes in cognition and enables patients to access treatment in the early stages of 

AD. One SME added that although there is significant interest in early patient engagement and 

intervention, there is no clear direction on the diagnostic/intervention process for the multiple 

providers along the care continuum. 

Specifically, primary care clinics and memory care clinics may not be engaging with each other 

in an efficient manner. This may lead to unclear diagnoses that prompt potentially inappropriate 

referrals, which in turn may cause unnecessary stress on patients as well as create bottlenecks 

for appropriate patients. Additionally, the electronic health record is underused as a resource to 

initiate and facilitate communication between clinics and guide patient care, and there is often 

no central point of contact that all providers can use to coordinate care or to find available 

resources on a given patient case. 

A designated care coordinator could therefore serve as a central point across the AD patient 

care pathway, facilitating effective, timely care through a range of responsibilities, including 

managing communication across providers, managing patient and caregiver expectations, 

making appointment reminder calls, providing access to educational materials and support 

groups for patients and caregivers, ensuring understanding of insurance coverage, and 

scheduling follow-up appointments.  

Biomarkers 

Given the high prevalence of MCI and dementia, implementation of AD biomarker testing to 

confirm the presence of AD pathology will likely pose a challenge to already strained health 

systems. Additional challenges may include: 

• Lumbar puncture having a negative reputation in the US  

• Gaps in clinically appropriate use guidelines for imaging 

• A lack of structured reporting for imaging hindering data capture 

• A potential lack of insurance coverage for biomarker testing 

Treatment management 

Potential new therapies, such as those administered via infusion, may also require coordinating 

care. One SME highlighted the need for close coordination among providers, infusion sites, and 

payers to address prior authorization requirements. In addition, payers play a significant role in 

health system formulary decision-making, and approved therapies may be subject to formulary 

management restrictions, such as limiting to certain prescribers or prescribing for outpatient use 

only. 

Access to infusion centers may also be an issue. One SME noted that systems may not have 

on-site infusion centers, which may result in additional time and travel burdens for patients and 

caregivers. Even with access to these centers, infused therapies may involve additional 

complications. According to one SME, “chair time is premium, so how long it takes for a therapy 
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to be infused is a consideration.” A new infused therapy may first need pilot testing at a main or 

academic center before becoming available to regional centers. There would be further 

questions about safety, monitoring, and insurance coverage if it were given in a home setting, 

where infusions may be more convenient and where patients may be more compliant with 

therapy. Nurses administering infused medication may need additional training, and there may 

be other pharmacy considerations with prior authorization for home use. Finally, once therapy is 

initiated, efficacy monitoring may be required, which may necessitate coordinating additional 

testing for patients. 

Multidisciplinary skill building to implement potential new therapies 

During the forums, the SMEs emphasized the need to improve knowledge and skills across 

primary and specialty care to better accommodate the demand for potential new therapies for 

this patient population. This is particularly important given that neurology is often under-

resourced. One SME stated that, “in some places, you can’t throw a rock without hitting a 

neurologist, but in others, a patient might have to drive 2 to 3 hours to see one.” Another 

remarked that, “there is a difference between the body of knowledge of specialists vs. primary 

care doctors and geriatricians, which is fueling demand for specialists’ input.”   

Providing access to expanded training and education for providers across the care continuum 

may be imperative to accommodate a potential surge of new patients. For instance, radiologists 

at community imaging centers may not be trained to interpret potential novel safety findings, and 

residents, fellows, nurses, and licensed social workers could be trained to take patient histories 

and conduct cognitive assessments and other tests. 

Engaging patients, family, and caregivers 

A major factor in identifying patients earlier in their disease process is improving patient 

engagement. In this regard, it may be useful to conceptualize patients, their caregivers, and 

their families as a single unit. This may be particularly important for the AD patient population, 

since family history is a key determinant of which individuals may seek care. According to one 

SME, “in the absence of amyloid biomarkers, having family history and knowing who has 

(apolipoprotein ε4) alleles is important.” Complementing patient-reported questionnaires with 

input from family members may provide clinicians with additional insight into a patient’s 

cognitive status, including mild changes in behavior, personality, or ability to conduct activities of 

daily living. 

Therefore, caregivers should be recognized as integral members of the patient care pathway, 

and they would benefit from plain-language education in AD diagnosis, treatment, management, 

and compliance. 

Proposed Solutions 

Assuming potential new therapies are effective and safe, SMEs think they could be “game-

changers” for patients. One said, “While we have been dwelling on all the problems a therapy 

would create, I think this is a good problem. We have been waiting for a good biologic for this 

disease for a long time, and there will be excitement.” They advised that dedicated champions 
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would be needed – specialists and centers that could pilot new therapies and determine what 

resources systems need to provide effective and efficient care for this population. 

Prepare health systems now  

A key topic of discussion in the forums was how to prevent overburdening health systems when 

implementing potential new therapies, especially considering how long a patient might need to 

remain on a potential drug. Accordingly, SMEs agreed that resources would need to be 

allocated now to start analyzing potential patient numbers regionally. 

Treatment volume not only involves the initial influx of patients, but also their ongoing day-to-

day management. Local and regional care team coordination that includes primary care, 

neurology, radiology, and infusion centers may be paramount. Coordination would also be 

needed with payers to address prior authorization requirements with these service lines. Figure 

3 illustrates a potential care pathway that begins with assessment in primary care and moves to 

appropriate referral to specialists for further testing, diagnosis, and treatment initiation.  

Infusion centers may also need to consider potential modifications required to accommodate 

dementia patient care, as well as capacity limitations given the potential increase in patient 

volume. One SME stated that if potential new therapies are administered by infusion, “the 

infusion center will become a hub when therapies get approved, and communication, education, 

and support groups will be key to make sure caregivers feel included and informed.” 

Once these and other service line considerations have been explored, a framework that 

includes a resource and readiness guide could prove useful to help systems prepare the 

services lines that would be involved across the care pathway.  
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Figure 3. Example care pathway for potential new AD therapies  

 
 

Provide more support to PCPs 

As one SME stated, “primary care doctors will be on the front line. Talk to them. Find out what 

they need.” Another 

added that if PCPs are 

not accounted for in 

designing programs 

and procedures for 

these new therapies, 

then “the entry point of 

the funnel will be 

narrow.” Specifically, 

PCPs in both urban and 

rural areas will need help with more consistently and efficiently using screening and diagnostic 

tools to identify appropriate patients for treatment. 

Ideally, PCPs would regularly include cognitive testing in annual wellness visits to identify 

potential cognitive impairment and collect subjective cognitive complaints from patients and 

“If you want to understand the impact of this therapy on 

the health system, Primary Care doctors will be on the front 

line, so talk to them and find out what they need. Talk to a 

diverse pool of primary care doctors and include primary 

care from rural areas.” – Professor of Neurology 
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families. They would also rule out vitamin deficiencies, conditions such as hypothyroidism, and 

drug side effects before referring to specialists for further testing. 

Develop partnerships and communication across the care continuum 

To accommodate a potential increase in patient volume, SMEs suggested either developing 

additional memory care centers within systems or embedding memory care centers within 

primary care clinics. In the latter instance, patients would have an existing association with the 

memory care center through their PCP, which could facilitate more frequent and efficient 

communication between PCPs and specialists. In any case, establishing designated care 

coordinators trained to work with patients with MCI due AD and mild AD will be important to 

ensure effective, timely patient care.  

To further improve care coordination, SMEs suggested making better use of technology to 

facilitate communication between practices, such as incorporating a “referral button” in the 

electronic health record. In this instance, PCPs could write a referral request and send it to a 

memory care clinic that could screen the referral and determine if a specialist visit is needed. 

Further, an “information hub” could be developed to serve as a central point for information on 

available resources at the regional, sub-regional, and county levels, which could help direct and 

coordinate additional and ongoing patient care. 

Conclusions 

The MCI due to AD and mild AD dementia population is large, and many patients remain 

undiagnosed. To improve patient outcomes, it will be vital to engage patients and their families 

and caregivers early in the disease process and enable easier access to potential new therapies 

that may slow decline. 

Potential new therapies may transform the care pathway for patients with MCI due to AD and 

mild AD, and health systems may be eager to adopt them. Evolving the patient care pathway to 

facilitate patient access to these therapies may require the efforts of stakeholders across the 

health system, including PCPs, geriatricians, neurologists, radiologists, and infusion providers. 

To prepare health systems, many issues need to be addressed, including more accurately 

diagnosing MCI due to AD and mild AD dementia, providing efficient and effective care 

coordination, ensuring access to AD biomarker testing and infusion centers, providing 

appropriate training for clinicians and technicians across the system, and developing clinically 

appropriate use guidelines for biomarker assessments and imaging. Effective management of 

these challenges will require collaboration across a diverse array of stakeholders to improve 

care for patients with AD and their families.  

 

For more information about this project, please contact premierstudies@premierinc.com   

mailto:premierstudies@premierinc.com
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