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AMA - Accreditation, Disclosure, and Disclaimer

The Doctors Company is accredited by the Accreditation Council for Continuing Medical  Education 
(ACCME) to provide continuing medical educational activities for physicians.

The Doctors Company designates this activity for a maximum of 1.5 AMA PRA Category 1.0 Credits™. 
Physicians should   claim only the credit commensurate with the extent of their participation in the 
activity.
This activity has been planned and implemented in accordance with the accreditation requirements and 
policies of the Accreditation Council for Continuing Medical Education (ACCME) through the joint 
providership of The Doctors Company and Champions for Health (CFH). The Doctors Company is 
accredited by the ACCME to provide continuing medical education for physicians.

No individual in a position to control or influence the content of this activity has reported relevant 
financial relationships with commercial interests. No commercial support was provided for this activity.

This program is being offered for informational and educational purposes only from a Patient Safety Risk 
Management perspective and does not constitute legal advice. Laws vary from state to state, actual 
clinical situations often involve subtle differences and nuances from program scenarios or 
recommendations, and the recommendations provided in this activity may not apply to all practice 
situations. In complex circumstances, which present significant potential for an adverse event or 
litigation, TDC and the faculty recommend you consult directly with your corporate or personal counsel  
for professional legal guidance.
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ANCC - Accreditation, Disclosure, and Disclaimer

The Doctors Company is accredited as a provider of nursing continuing professional development by the 
American Nurses Credentialing Center's Commission on Accreditation.

The Doctors Company designates this activity for a maximum of 1.5 nursing contact hours. Learners should 
claim only the credit commensurate with the extent of their participation in the activity.

In accordance with accreditation requirements and policies of the American Nurses Credentialing 
Center’s Commission through the joint providership of The Doctors Company and Champions for Health 
(CFH). 
No individual in a position to control or influence the content of this activity has reported relevant financial 
relationships with commercial interests. No commercial support was provided for this activity.

This program is being offered for informational and educational purposes only from a Patient Safety Risk 
Management perspective and does not constitute legal advice. Laws vary from state to state, actual clinical 
situations often involve subtle differences and nuances from program scenarios or recommendations, and 
the recommendations provided in this activity may not apply to all practice situations. In complex 
circumstances, which present significant potential for an adverse event or litigation, TDC and the faculty 
recommend you consult directly with your corporate or personal counsel  for professional legal guidance.
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Educational Outcome

At the conclusion of this program, learners will demonstrate: 

• enhanced knowledge of new disease-modifying medications work,   
indications of use & FDA guidelines, 

• effective communication of risks and benefits of the medications, 

• and indications and timing for appropriate referrals to specialists 

by scoring 80% or better on a posttest/interactive questions.







Screening Evaluation 
Labs/Imaging

Refer to 
neurology if 
appropriate

Diagnosis and 
Disclosure of 
Probable AD

Role of the PCP:  Cognitive Screening to Potential Referral

Discuss 
monoclonal 
antibodies



NIA-AA Research Framework: Towards a biological definition of 
Alzheimer’s disease – Amyloid, Tau, Neurodegeneration

Normal
Subtle Cognitive decline Mild Cognitive 

Impairment
Dementia

α-Synuclein
TDP43
Vascular

Jack et al, Alzheimer’s 
and Dementia, 2018



Sperling, R.A. et al., 2011. Toward defining the preclinical stages of Alzheimer's disease: recommendations from the National Institute on Aging-Alzheimer‘s Association 
workgroups on diagnostic guidelines for Alzheimer’s disease. Alzheimer“s & dementia : the journal of the Alzheimer”s Association, 7(3), pp.280–292.



Neurofibrillary tanglesAmyloid plaques

N Neurodegeneration
Anatomy:
 MRI - atrophy, pathways
 PET - glucose use
Biochemistry:
 CSF or plasma - tau, NfL, others

A Amyloid PET, CSF or plasma Ab42/40
 
T Tau PET, CSF or plasma P-tau

Biomarkers can detect and map A,T and N

Brain atrophy and neuron loss



http://adni.loni.usc.edu/study-design/background-rationale/



http://adni.loni.usc.edu/study-design/background-rationale/

- neurodegeneration
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Anti-amyloid immunotherapy

 Lecanemab: binds to soluble protofibrils of amyloid and clears 
amyloid from plaques. 

 Positive phase 2 and phase 3 trials.
 FDA approval in July 2023; covered by CMS
Donanemab: binds to insoluble amyloid and clears plaques
 Positive phase 2 and phase 3 trials

Both antibodies slowed clinical progression
Both were associated with an adverse event called ARIA. 
This resulted in a boxed warning from the FDA



ARIA – Amyloid Related Imaging Abnormality
Most ARIA episodes are asymptomatic  and 
can be seen on MRI
However, symptoms may occur: 
◦ headache, nausea, confusion, dizziness
◦ rarely stroke or seizures

ARIA-E

ARIA-H

Mitigate
Baseline MRI: exclude people with 
>4 microhemorrhages
Monitor
Safety MRI at 2, 3 and 6 months and if 
symptoms emerge  esp. early in treatment



Lecanemab lowers amyloid and results in clinical slowing

• Phase 3 RCT, 18 month
• Lecanemab 10 mg/kg vs placebo
• IV q2 weeks
• N =1795 (898 Lecanemab & 897 placebo)
• Slowed progression on global, cognitive and 

IADL ratings

ARIA-E  
12.6% of Lecanemab, 2.8% symptomatic

ARIA-H
8.9% of Lecanemab, 7.8% of placebo

ARIA higher in APOE ε4 carriers
(ε2-3/2-3 5.4%, ε2-3/4 10.9% ε4/4 32.6%)

Dyck, C. H. van et al. Lecanemab in Early Alzheimer’s Disease. New Engl J Med 388, 9–21 (2022). 



Donanemab clears amyloid and has clinical benefit
• Phase 3 trial x 18 months
• Donanemab I-V every 4 weeks x 

76 weeks
• MCI/mild AD
• slowing of a composite scale 

(ADRI-AD) by 37% 
• slowing of ADCS-ADL by 37%
• Cleared amyloid in 80% by 76 

weeks
• Clinical benefits were stronger in 

people with low tau PET burden  

1.6% rate of serious ARIA

Sims, J. R. et al. Donanemab in Early Symptomatic Alzheimer Disease. JAMA 330, 512–527 (2023). 



Implications for practice
Now that anti-amyloid therapies are available, we need to:
- detect MCI or mild dementia
- determine if Alzheimer’s is the cause of cognitive decline

     (awareness that biomarker tests must beused to confirm diagnosis)

- explain risks and benefits of anti-amyloid immunotherapy
- refer appropriate patients for consideration of therapy



Primary or referring practitioner: workup
Screen for MCI or Mild Alzheimer’s
- History: mild memory loss, most complex ADL intact or needs 
only a little assistance
- Cognitive testing: could consider anti-amyloid therapy if
◦    MoCA: usually > 18
◦    Mini-Mental State Exam: > 21
◦    Rule out other causes of dementia
- General good health. Not on anticoagulants. 
- Able to have safety MRIs. 
If an MRI is ordered for diagnosis, please include GRE or SWI sequences (to 
assess ARIA risk), and obtain volumetric MRI analysis if possible



Primary or referring practitioner: discussion with 
patient
Diagnosis of MCI or Mild AD
Alzheimer’s will need to be confirmed with a biomarker
   e.g., CSF or amyloid PET
         -  blood tests are emerging  but are not yet FDA approved
 Best if the neurologist carries out this testing 

Treatment will require IV infusions every 2 weeks

Likely costs: Lecanemab costs $26,000 per year. While covered by 
Medicare, there may be significant copayments for drug, infusions, 
diagnostic tests, PET scan and the 3 safety MRIs.



What will Memory Clinic/Neurologist do?

 Review the workup
  Repeat components as needed
  Review inclusion/exclusion criteria
  Obtain Alzheimer biomarker (CSF or amyloid PET or plasma)
  Obtain MRI with GRE or SWI sequences to assess microbleeds
  Obtain APOE genotyping to evaluate ARIA risk
  Discuss treatment plan with patient and family



Monitoring while on Lecanemab/Donanemab

 General health and cognition
  Infusion Center manages infusion reactions (up to 26% of patients
  Symptoms that might be ARIA -> may need to go to ED 
  Safety MRIs: weeks 8, 12 and 26
    - if significant or symptomatic ARIA –> hold or d/c treatment
New anticoagulation or IV tPA treatment carries major risk of 
intracranial hemorrhage – 
      if these are necessary, probably should stop the MAB



Caution advised when interpreting the news 
reporting of this data

Source: Alzheimer’s Association Statement on Donanemab Phase 3 Data | alz.org

https://www.alz.org/news/2023/association-statement-donanemab


Principles of Prescribing for Older Adults
• Start with a low dosage

• Titrate dose upward slowly as tolerated

• Avoid starting multiple medications simultaneously

• When prescribing a new medication ask yourself: 
• Is this necessary?
• What is the goal of this medication?
• What are the benefits and what are the risks?
• Can I address this issue by stopping another medication instead of starting a new one?
• What are the drug-drug interactions?
• Can the patient afford it?
• Can I treat two conditions with one agent?



ChampionsforHealth.org/alzheimers

Website includes patient/caregiver resources, AVS attachments.  
Website updated regularly with most current information

The Alzheimer’s Project Clinical Roundtable facilitated by



www.Dementiacareaware.org www.sandiegoimperialgwep.com

The Alzheimer’s Project Clinical Roundtable funded by

Continuing education credits provided and production by
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Please sign-in for today’s session and complete your  CME 
Evaluation by 5 pm October 25, 2022

Use the browser on your personal device (smartphone, tablet, laptop) to navigate to:  education.cnf.io

1. Open your web 
browser (Safari, 
Chrome, etc.)

2. Use Link 
https://education.cnf.io or type 
education.cnf.io/ in URL or search 
bar

3. Find and Click/Tap on 
Dementia Update: Disease Modifying 
Medications for Alzheimer’s Disease 
– Risks & Benefits

No application or information is downloaded to your phone or other personal device. The information you 
submit is used to verify participation in educational activities and improve the quality of our education. 
Information is for internal use only and is not sold or shared outside The Doctors Company. CME 
certificates are sent to registration email address 7-10 days after the CME session. Please contact 
Sunshine Ayers at 800-421-2368 ext. 1375 or send an email  sunshine.ayers@thedoctors.com for 
questions. Thank you for attending our program today. 
. 

https://doctors.cnf.io/
mailto:sunshine.ayers@thedoctors.com

