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Scientists explore the world as it is,

not as they would like it to be. 
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https://www.nejm.org/doi/full/10.1056/NEJMoa2212948

https://www.nejm.org/doi/full/10.1056/NEJMoa2212948
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Statistical significance is not the same 

as clinical significance. 

Nor does it imply patient benefit.

In other word,

The results obtained in clinical trials 

may not necessarily be replicable 

in real clinical practice as is.
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https://www.nejm.org/doi/full/10.1056/NEJMoa2212948

https://www.nejm.org/doi/full/10.1056/NEJMoa2212948
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761269s000lbl.pdf
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Monoclonal antibodies directed against aggregated forms of beta amyloid, including LEQEMBI, can cause 
amyloid related imaging abnormalities (ARIA), characterized as ARIA with edema (ARIA-E), which can be 
observed on MRI as brain edema or sulcal effusions, and ARIA with hemosiderin deposition (ARIA-H), which 
includes microhemorrhage and superficial siderosis. ARIA-H can occur spontaneously in patients with 
Alzheimer’s disease. 

1.Symptomatic ARIA:
• Occurred in 3% (5/161) of patients treated with LEQEMBI in Study 1.
• Clinical symptoms associated with ARIA resolved in 80% of patients during the observation period.

2.Overall ARIA Incidence:
• ARIA, including asymptomatic radiographic events, was observed in 12% (20/161) of patients 

treated with LEQEMBI in Study 1.
• In comparison, ARIA occurred in 5% (13/245) of patients who received a placebo in Study 1.

3.ARIA Subtypes:
• ARIA-E (effusion) was observed in 10% (16/161) of patients treated with LEQEMBI in Study 1.
• In contrast, only 1% (2/245) of patients on placebo experienced ARIA-E.
• ARIA-H (hemorrhage) was observed in 6% (10/161) of patients treated with LEQEMBI.
• Among patients on placebo, 5% (12/245) experienced ARIA-H.
• There was no increase in isolated ARIA-H (i.e., ARIA-H in patients who did not also experience 

ARIA-E) for LEQEMBI compared to placebo.
4.Intracerebral Hemorrhage:

• Intracerebral hemorrhage greater than 1 cm in diameter was reported in one patient in Study 1 
after treatment with LEQEMBI.

• None of the patients on placebo in Study 1 experienced this event.
• Events of intracerebral hemorrhage, including fatal events, have also been reported in patients 

taking LEQEMBI in other studies.

WARNINGS AND PRECAUTIONS
Incidence of ARIA: Summary
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1.Study 1 Population Distribution in LEQEMBI Group:
• 6% (10/161) of patients were ApoE ε4 homozygotes.
• 24% (39/161) of patients were ApoE ε4 heterozygotes.
• 70% (112/161) of patients were ApoE ε4 noncarriers.

2.Incidence of ARIA in LEQEMBI Group:
• ApoE ε4 homozygotes had a higher incidence of ARIA compared to heterozygotes 

and noncarriers among patients treated with LEQEMBI.
3.Symptomatic ARIA in LEQEMBI Patients:

• Among the 5 patients treated with LEQEMBI who had symptomatic ARIA:
• 4 were ApoE ε4 homozygotes 
• 2 of the ApoE ε4 homozygotes experienced severe symptoms.

4.Consistent Findings in Other Studies:
• Other studies have also reported an increased incidence of symptomatic and overall 

ARIA in ApoE ε4 homozygotes compared to heterozygotes and noncarriers in patients 
taking LEQEMBI.

5.Management Recommendations:
• Recommendations for managing ARIA do not differ between ApoE ε4 carriers and 

noncarriers, as indicated in the "Dosage and Administration (2.3)" section.
• Consider testing for ApoE ε4 status to inform the risk of developing ARIA when 

deciding to initiate treatment with LEQEMBI.

ApoE ε4 Carrier Status and Risk of ARIA: Summary



Concerns about Lecanemab use in routine practice for MCI and early AD 112023/10/06

1.Study Exclusion Criteria: 
Patients were excluded from enrollment in Study 1 if they were already using anticoagulant medications at 
baseline. However, antiplatelet medications like aspirin and clopidogrel were allowed.

2.Temporary Suspension of LEQEMBI: 
If anticoagulant medication had to be used for intercurrent medical events lasting 4 weeks or less during the 
study, treatment with LEQEMBI was to be temporarily suspended.

3.Risk of ARIA-H: 
Patients who received LEQEMBI and an antithrombotic medication (such as aspirin, other antiplatelets, or 
anticoagulants) did not have an increased risk of ARIA-H compared to patients who received placebo and an 
antithrombotic medication.

4.Predominance of Aspirin Use: 
The majority of patients exposed to antithrombotic medications were using aspirin. Few patients were exposed 
to other antiplatelet drugs or anticoagulants, which limits drawing meaningful conclusions about the risk of ARIA 
or intracerebral hemorrhage with these medications.

5.Caution with Antithrombotics: 
Given that intracerebral hemorrhages greater than 1 cm in diameter have been observed in patients taking 
LEQEMBI, additional caution should be exercised when considering the administration of antithrombotics or 
thrombolytic agents (e.g., tissue plasminogen activator) to a patient already being treated with LEQEMBI.

Concomitant Antithrombotic Medication and 
Other Risk Factors for Intracerebral Hemorrhage: Summary(1/2）
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6. Additional Exclusion Criteria for Study 1: 
Patients were also excluded from Study 1 if they had specific risk factors for intracerebral hemorrhage, 
which included:
• Prior cerebral hemorrhage greater than 1 cm in greatest diameter.
• More than 4 microhemorrhages.
• Superficial siderosis.
• Evidence of vasogenic edema.
• Evidence of cerebral contusion.
• Presence of aneurysm.
• Presence of vascular malformation.
• Presence of infective lesions.
• Multiple lacunar infarcts or stroke involving a major vascular territory.
• Severe small vessel or white matter disease.

Caution should be exercised when considering the use of LEQEMBI in patients who have these risk factors for 
intracerebral hemorrhage.

Concomitant Antithrombotic Medication and 
Other Risk Factors for Intracerebral Hemorrhage: Summary (2/2）
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Concerns about Lecanemab use in clinical practice (1/2)

14

1. Aβ pathology …AβPET 

2. 1-hour IV infusion, once every 2 weeks

3. MRI prior to initiating treatment and prior to the 5th, 7th, 
and 14th infusions

4. Premedication
Infusion-related reactions 20%

5. ARIA-E and H: 3-step evaluation and clinical decision on 
administration

2023/10/06
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6. Incidence of ARIA

• Symptomatic ARIA →3 %

• Asymptomatic ARIA →12 %

• ARIA-E …10 %

• ARIA-H …6 %

7. Risk determination based on ApoE ε4 status

8. Use of antiplatelet/anticoagulant medication may be 
troublesome

9. How long to continue treatment? Duration of effect? 
Unknown

10. Long-term efficacy and safety are unknown. 
Conversion rate of MCI to AD is unknown.

2023/10/06

Concerns about Lecanemab use in clinical practice (2/2)
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What is amyloid related imaging abnormality (ARIA) ?
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https://www.science.org/content/article/scientists-tie-third-clinical-trial-death-experimental-alzheimer-s-drug
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https://www.science.org/content/article/scientists-tie-third-clinical-trial-death-experimental-alzheimer-s-drug
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https://www.science.org/content/article/revised-clinical-trial-form-alzheimer-s-antibody-warned-fatal-brain-bleeds
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https://www.science.org/content/article/clinical-trial-participants-autopsy-brain-exam-stoke-alzheimers-drug-fears
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DOI: https://doi.org/10.1016/S0140-6736(22)02480-1
https://www.thelancet.com/action/showPdf?pii=S0140-6736%2822%2902480-1

https://doi.org/10.1016/S0140-6736(22)02480-1
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https://www.msdmanuals.com/en-jp/professional/clinical-pharmacology/concepts-in-pharmacotherapy/drug-efficacy-and-safety
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Aphorism in Risk Management in Drug Therapy

23

1. Any drug is a foreign substance to the body

2. No drug is free of side effects

3. Risks must be weighed more heavily than benefits

2023/10/06
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Hippocratic Oath

I will use those dietary regimens which will 
benefit my patients according to my greatest 
ability and judgment, and I will do no harm or 
injustice to them. Neither will I administer a 
poison to anybody when asked to do so, 
nor will I suggest such a course.

242023/10/06

https://en.wikipedia.org/wiki/Hippocratic_Oath
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https://www.americanosler.org/content/about/about-
william-osler

https://ja.wikipedia.org/wiki/%E9%AB%98%E6%9C%
A8%E5%85%BC%E5%AF%9B

病気を観ずして病人を診よ 

高木兼寛男爵(1849〜1920)

東京慈恵会医大創設

A Good doctor treats the 
disease, a great doctor treats 

the patient. 

Sir William Osler(1849〜1919)

近代医学教育の父 
Johns Hopkins Univ. 
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Doctor should never disrupt (destroy) 
patients’ daily life.

Take home Message 
1
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Those who cannot remember the past
are condemned to repeat it. 

George Santayana
Spanish-American philosopher, essayist, poet, and novelist

December 16, 1863 – September 26, 1952

2023/10/06 27

No more drug disaster‼

Take home Message 
2
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