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NO RELEVANT DISCLOSURES



“One of the hardest things you will ever 
have to do, my dear, is to grieve the loss 
of a person who is still alive.” Unknown



OBJECTIVES

• Update physicians on diagnosis, terminology, and approved anti-amyloid 
treatments for Alzheimer's disease (AD). 

• A quick review the current indications and appropriate patient selection for these 
therapies. 

• Inform physicians caring for patients with MCI and mild Alzheimer's disease, how 
current Anti amyloid therapies may affect their patients future care and treatment, 
and problems patients may experience. 

• Provide a review of this topic to aid in clinicians' discussion with family members and 
patients regarding the diagnosis of Alzheimer's disease, and treatment. 

• Focus primarily on Mild cognitive impairment and mild Alzheimer's disease as 
patients with these diagnosis are going to be the primary use of these new therapies. 

• Spoiler alert we are probably 15-20 years too late!



WHAT WE ARE NOT TALKING 
ABOUT

• I will not try and convince you to use these medications.  The pivotal studies leading 
to approval of these agents will not be the focus of this discussion.  Patients will be 
on them! You will be asked about them! 

• We will not be discussing medications such as cholinesterase therapies and 
memantine for Alzheimer's disease. 

• Dementia's other than Alzheimer’s disease. 

• Behavioral problems in patient with Alzheimer's disease.

• Medications, or nutraceuticals  that are not approved for Mild cognitive impairment 
and mild Alzheimer’s disease. 

• Lifestyle modifications, which absolutely have a beneficial effect on the natural 
history of Alzheimer’s disease. 

• Rapidly progressive dementia 



INTRODUCTION

• There are approximately 6.7 million people who are living with Alzheimer's disease in 
the United states. Worldwide 100 million people have Alzheimer's disease.

• Alzheimer's disease is an epidemic it's frequently referred to as type 3 diabetes.

• The incidence of Alzheimer's disease doubles every five years after age 65 from 
approximately 5% between the ages of 65 and 74 to 32% in individuals over the age 
of 85.

• Alzheimer's disease is 5th leading cause of death in people 65 years or older.

• A typical 70-year-old person with Alzheimer's disease can expect to spend 40% of 
their remaining life with severe dementia. 

• There are approximately 187 active trials involving 141 agents that are under 
investigation for Alzheimer's disease. Most of these target amyloid, Tau and 
neuroinflammation, none are anticipated to achieve FDA approval before 2026.



OKLAHOMA ALZHEIMER’S 
STATISTICS

• Number of people 65 and older with AD 70,500

• Percent of adults over 65 with AD 10.8%

• Number of ED visits per 1000 people with dementia 1,692 

• Hospital readmission rate in patients with dementia 21.6%

• Number of deaths from AD 1,580 per year. 

• Per Capita Medicare spending on people with Dementia in 2023 dollars-
32,584.







DIAGNOSIS OF ALZHEIMER'S 
DISEASE

• Prior to the development of amyloid targeted therapies (ATT) for MCI and 
mild Alzheimer’s disease, symptomatic medications were used but didn’t 
affect the natural history of the disease. 

• Since the approval of amyloid targeted therapies, the way we evaluate and 
diagnose patients with Mild cognitive impairment and early Alzheimer’s 
disease is evolving from a clinical diagnosis to a biomarker diagnosis. 

• The use of these newer medications require biomarker proof. 



DIAGNOSIS OF ALZHEIMER'S 
DISEASE

• In the clinic situation the concept of mild cognitive impairment has become 
an important decision point in the evaluation of patients that are candidates 
for amyloid targeted therapies. 

• Besides the clinical aspects, information obtained from family members, 
biomarkers, are now an essential part of the evaluation, if patients are 
considered for ATT.  



MONDAY MORNING 8:00 AM

72-year-old retired Astronomy professor presents to your clinic because family 
members have noticed that he has word finding problems, and memory 
problems, for about a year. The patient doesn't think it's a significant problem.

Patient has a history of hypertension diabetes, both well controlled for years 
He has a family history of Alzheimer's disease.

Physical examination is nonfocal there are no spontaneous features of 
Parkinson's disease. 



No behavioral change, or significant depression was reported.

The patient is only here because his daughter is worried about him and made 
him come to this appointment.  

How do you want to proceed?

How do we check this out to the patients and family satisfaction?



WORK UP OF A PATIENT WITH A 
COGNITIVE COMPLAINT

• History and physical, medication history etc. 

• Bedside cognitive testing  such as MOCA, SLUMS, FMMS exam, Depression 
scale (GDS).

• Activities of daily living (ADL) questionnaire, such as the AD 8 or functional 
activities questionnaire.

• Imaging- MRI brain is preferred with appropriate sequences, CT brain, as a 
minimum.

• Laboratory studies that include at a minimum B12, thyroid function test 
specifically TSH and T4 if indicated.







• The patient’s MOCA was 27/30, (>26 is normal).  The geriatric depression 
scale was 1/15 which suggest the patient is not depressed.(>5 is probable 
depression)

• The patient's functional activities questionnaire filled out by the family was a 
3/30. (>9 suggests problems with activities of daily living)

• The laboratory studies done were unremarkable, the patient's medications 
were not felt to be contributory the patient had well controlled hypertension 
and diabetes for years.  No history of seizures, cerebral vascular event or 
significant head trauma. 



• MRI brain was age appropriate.  No prior areas of ischemia or prior 
hemorrhage were commented on. Specifically, there's no structural 
explanation for the cognitive complaints. 

• What's this patient's diagnosis? 



MILD COGNITIVE IMPAIRMENT 
(MCI)

• In short MCI is a cognitive state between normal cognition and dementia.  
The distinction between age-related cognitive decline and mild cognitive 
impairment is gray. 

• MCI is divided into amnestic MCI (aMCI) and non amnestic MCI (naMCI). 
Single domaine and Multiple domain. 

• MCI refers to individuals that are impaired but don't meet the criteria for a 
major neurocognitive disorder. 

• These patients have a memory complaint that is also noted by reliable 
informants, mild objective impairment of cognitive function, and function 
well, with preserved activities of daily living.

• They don't meet criteria for dementia (major neurocognitive disorder).



MILD COGNITIVE IMPAIRMENT (MCI)
DSM-5 MILD NEUROCOGNITIVE 

DISORDER
• These patients may have Some cognitive deficits apparent on testing but not to a 

level diagnostic of dementia (MMSE 24-29), (MOCA >26)

• Minimal if any functional impairments.  Normal AD8 and FAQ.

• 13-15% per year progression to Alzheimer's disease but not all progress and some 
may improve.

• Risk factors for progression include amnestic type MCI, hippocampal atrophy on MRI 
and APO E4 homozygosity.

• Ultimately this is a clinical diagnosis that considers the expected level of cognitive 
function against the persons performance on cognitive testing. 

• Most patients haven't had cognitive testing to show or demonstrate a clear 
deterioration and therefore cannot confidently be diagnosed with mild cognitive 
impairment versus normal aging. We assume they were unaffected before being 
evaluated for a cognitive complaint. 











• The diagnosis is MCI, what next?

• Does this patient have Alzheimer's disease?

• Are there any disease modifying therapies for Alzheimer's disease?

• The patient's family ask about medications that they’ve heard about that 
were recently approved for Alzheimer's disease?

• Is this patient a candidate for those medications? 

• If so, are the indicated?



• To qualify for amyloid targeted therapies patients must have a diagnosis of 
mild cognitive impairment, or mild Alzheimer's disease.

• Patient’s must have biomarker evidence of Alzheimer's disease, either CSF, 
or molecular imaging.

• Patients must not have contraindications to amyloid targeted therapies (see 
next slide)

• APO-E genotyping, for risk stratification of amyloid targeted therapies. 

• Patient and family need to commit to infusion therapies either every two 
weeks or every four weeks, in addition serial neuroimaging and surveillance 
for complications of amyloid imaging abnormalities (ARIA).















So, in our patient we elected to do Molecular imaging

Amyloid PET, instead of CSF or Plasma testing.  





RECENT REGULATORY MILESTONES

• Aduhelm, Aducanumab (2021): First FDA-approved anti-amyloid therapy.
Now off the market.  Controversial evidence of efficacy.

• Leqembi, Lecanemab (2023): Confirmed benefits for early-stage Alzheimer’s 
disease.

• Kisunla, Donanemab (2024) Confirmed benefits for early-stage Alzheimer’s.



WHAT DO THESE MEDICINES DO, HOW 
DO THEY WORK, WHY IS IT 

IMPORTANT?











PATHOLOGY 

• In short Alzheimer's disease progresses across decades with one of the 
central features being aggregation and accumulation of amyloid beta 
plaques and subsequently triggering inflammation and the formation of 
neurofibrillary tangles, (Tau accumulation.)

• The current medications approved only address amyloid beta only!

• Anti-Tau therapies are in development.  Tau imaging is available. 



COST:

• Lequembi –Lecanemab-(January 2023) - $26,500.00 per year

• Kinsunla-Donanemab- (July 2024) – $32,000.00 per year

• Aduhelm-Aducanumab- (June 2021) – No longer being produced, was 
around $56,000.00

• Amyloid PET- $10,000.00 per scan. 

• CSF testing  – $1,000.00-$1,500.00



• So, our patient has decided to go on an anti amyloid therapy or amyloid 
targeted therapy.  The patient had an amyloid PET imaging that was 
positive.  APO E genetic testing was 3/4. There were no contraindications. 

• Patient had been doing well for approximately 3 months then started 
developing some symptoms specifically headache and stroke-like 
symptoms, right hemiparesis, right visual field loss, aphasia.

• Patient presents to a local hospital 1 hour after symptoms started. 

• Did this patient have an acute stroke?  Does this patient need 
thrombolytics? 









SYMPTOMS OF ARIA 

• In most cases, ARIA is found on MRI imaging during monitoring and is 
asymptomatic.

• The symptoms of ARIA are nonspecific and include headache, confusion, 
nausea, vomiting, visual disturbances, neuropsychiatric symptoms, dizziness, 
fatigue, or gait disturbances. 

• Infrequently, severe neurological symptoms occur (e.g., encephalopathy, 
focal neurological symptoms, seizures, and status epilepticus) 



WHAT DO I NEED TO BE 
WATCHING FOR IN MY PATIENTS!

• symptoms of ARIA-E and ARIA-H. (see previous slide)

• Patients must have MRI imaging if patient is symptomatic. CT will never show 
ARIA, unless it is a large hemorrhage.

• What medications do I need to avoid? Anti-coagulants, t-PA, 
TNKase,(Tenecteplase)

• If a patient presents to acute care with ARIA symptoms and has a diagnosis 
of mild cognitive impairment or mild Alzheimer's disease, and they are on an 
IV medication every two weeks, or every four weeks as an outpatient, for 
Alzheimer's disease, MRI is the only modality that will separate ARIA from an 
acute stroke.  Please note avoid thrombolytics with these patients. 







BARRIERS IN ALZHEIMER’S 
TREATMENT

• Late diagnosis limits intervention options, the current anti amyloid therapies 
are indicated very early in Alzheimer's disease and probably would be best 
utilized years before the diagnosis.

• Complex disease pathology (amyloid plaques, tau tangles, 
neuroinflammation).

• Limited efficacy of existing therapies, these therapies are a small step 
forward.



CHALLENGES AND OPPORTUNITIES

• Integration of biomarkers for early diagnosis.

• Combination therapies targeting multiple pathways.

• Collaboration between academia and industry.

• Personalized medicine approaches.



CONCLUSION:

• A new class of medications for the treatment of patients with mild cognitive 
impairment and mild dementia secondary to Alzheimer's disease have been 
approved and are currently in use.

• Complications from these medications may occur and are directly related to the 
anti amyloid effects of these medications.  Bleeding and swelling. 

• Anticoagulant medications and anti thrombolytic medications are contraindicated 
in these patients acutely if given close monitoring is recommended. 

• The challenge in evaluating patients in the office or in the hospital is complicated by 
patient's medications, IV medications, may not be listed on there home 
medications.

• CT scan of the brain will not show these abnormalities and therefore patients must 
have MRI to identify these complications. 
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