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Objectives

• Understand the indications and patient selection criteria for 
lecanemab

• Describe the benefits and side effects of lecanemab

• Know how to recognize and manage amyloid-related imaging 
abnormalities (ARIA) related to lecanemab



What is Lecanemab / LEQEMBI?

• Treatment of Alzheimer’s 
disease (AD)

• Mild cognitive impairment (MCI)
• Mild dementia

• Anti-amyloid monoclonal 
antibody

• Amyloid-beta protofibrils
• 10 mg/kg infusion over 1 hr

every two weeks

LEQEMBI (lecanemab-irmb) Prescribing Information; leqembihcp.com



Timeline of Lecanemab

May 10
Submitted to FDA 
for Accelerated 
Approval

January 6
FDA grants 
Accelerated 
Approval

June 9
FDA Advisory Committee 
confirms clinical benefit

July 6
FDA converts to 
Traditional Approval;
CMS announces 
broad coverage

2022   2023
November 29
Clarity AD results 
published in NEJM



Lecanemab:
Clinical Trial Data





Clarity AD

• Trial design:  18-month, 
multicenter, double-bind, 
placebo-controlled, parallel-
group

• Inclusion
• 50 – 90 years of age
• MCI or mild dementia due to 

AD
• Amyloid (+) by PET or CSF

• Primary endpoint:  Clinical 
Dementia Rating – Sum of 
Boxes (CDR-SB)

• Secondary endpoints:
• Change in amyloid PET
• Clinical scales (ADAS-cog14, 

ADCOMS, ADCS-MCI-ADL)
• CSF, plasma, tau PET and MRI 

biomarkers

van Dyck, et al. (2023) NEJM



Clinical Dementia Rating – Sum of 
Boxes

National Alzheimer’s Coordinating Center, www.naccdata.org



Clarity AD Primary Outcome: CDR-SB

1.21

1.66
-0.45

Baseline 
CDR-SB:

3.2

van Dyck, et al. (2023) NEJM



Clarity AD Safety

van Dyck, et al. (2023) NEJM



Amyloid-Related Imaging 
Abnormalities (ARIA)
• ARIA-E

• Edema
• Effusions

• ARIA-H
• Micro- or macrohemorrhages
• Superficial siderosis

Hampel, et al. (2023) Brain



Clarity AD:  ARIA-E

van Dyck, et al. (2023) NEJM



Clarity AD:  ARIA-H

van Dyck, et al. (2023) NEJM



Clarity AD:  ARIA-E and/or ARIA-H

van Dyck, et al. (2023) NEJM



Lecanemab:
Identifying Appropriate Patients





Clinical Diagnosis and Features

• Age:  50 – 90 years old

• AD with amyloid confirmation
• Amyloid PET
• CSF elevated p-tau and low Aβ42 

level (increased p-tau:Aβ42)
• Blood biomarker not considered 

adequate

• APOE for risk stratification

• Stage:  MCI or mild dementia
• MMSE 22 – 30
• Safety/efficacy not defined for 

preclinical or more advanced 
disease

• Syndrome type: 
• Memory-predominant
• Atypical syndromes not 

specifically excluded

Cummings, et al. (2023) J Prev Alz Dis



MRI Brain (within 12 mo) Exclusion:

• Macrohemorrhage (> 10 mm)
• > 4 microhemorrhages (< 10 

mm)
• Superficial siderosis
• Vasogenic edema
• Significant white matter 

hyperintensities
• Multiple lacunar strokes
• Cerebral stroke involving 

major vascular territory

• Cerebral contusions
• Encephalomalacia
• Brain aneurysms or other 

vascular malformations
• CNS infection
• Brain tumor other than 

meningioma or arachnoid 
cysts

• CAA-ri / ABRA

Cummings, et al. (2023) J Prev Alz Dis



Other Exclusions

• Immunologic disorders

• Requiring immunotherapies
• Immunoglobulins
• Systemic monoclonal 

antibodies
• Systemic immunosuppressants
• Plasmapheresis

• Stroke, TIA, bleeding d/o, 
seizures in previous 12 mo

• Women who are pregnant or 
lactating

• Depression (GDS > 8)

• BMI > 35 or < 17

• Clotting disorders

• Cerebral amyloid angiopathy

• Unable to undergo MRI

Cummings, et al. (2023) J Prev Alz Dis



Medications

• Acceptable
• Anti-dementia medications
• Other medical or psychiatric 

medications
• ASA up to 325 mg daily
• Other antiplatelet agents at 

standard dosing

• Excluded
• Aducanumab (or had severe or 

recurrent ARIA)
• Anticoagulation

• AUR recommends avoiding 
treatment with acute 
thrombolytics until safety 
evidence with combined use 
is available

Cummings, et al. (2023) J Prev Alz Dis



Lecanemab:
Side Effect Management



Infusion-Related Reactions

• 26.4%

• Typically
• Mild to moderate
• First two treatments
• During up to several hours after
• Resolve in 24 hours

• Symptoms:  fever, chills, 
headaches, rash, nausea, 
vomiting, GI discomfort, 
elevated blood pressure

• For more significant reactions
• Stop infusion
• Mild: diphenhydramine and 

acetaminophen
• More severe:  oral 

dexamethasone or 
methylprednisolone

• Pretreatment with above

Cummings, et al. (2023) J Prev Alz Dis



ARIA Management

• MRI monitoring prior to 5th, 7th

and 14th infusions

• If present, monthly MRI until 
ARIA-E resolves or ARIA-H 
stabilizes

• Symptoms:  Headache, 
confusion, visual changes, 
dizziness, nausea gait 
difficulties

• Serious ARIA symptoms: 
seizures, status epilepticus, 
encephalopathy, stupor, 
lateralizing signs

• Exclude ischemic stroke

• Consider high-dose 
glucocorticoid 

• 1g IVSM x 5 days 
• Oral steroid taper over several 

weeks
Cummings, et al. (2023) J Prev Alz Dis



ARIA Management

Cummings, et al. (2023) J Prev Alz Dis



Conclusion



Summary

• Lecanemab is:
• Antibody infusion every 2 wks
• AD with biomarker confirmation 
• MCI and mild dementia
• MMSE 22-30

• Clarity AD (18 months): 
• 27.1% less decline 
• Approximately 5 months slower

• Side effects include
• Infusion reactions (26.4%)
• ARIA (21.5%)
• Risk depends on APOE

• Serious ARIA may require 
hospital admission to manage 
cerebral edema and 
associated symptoms
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Post-Credit Scene



Any Day Now: Donanemab

• Antibody infusion every 4 wks
• 700 mg x 3 mo, then 1400 mg
• Stop after amyloid PET 

clearance

• AD biomarkers
• Amyloid PET
• Tau PET

• MCI and mild dementia

• MMSE 20-28

• TRAILBLAZER-ALZ 2     
CDR-SB (secondary):

• 28.9% less decline
• Approximately 5 months slower

• Safety
• Infusion reactions:  8.7%
• ARIA: 36.8% (14.9% placebo)
• ARIA-E in e4/e4:  40.6%
• Symptomatic ARIA-E: 6.1%
• 3 deaths due to ARIA

Sims, et al. (2023) JAMA




