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There is no experience in patients who continued dosing through symptomatic ARIA-E or through
asymptomatic, but radiographically severe, ARIA-E. There is limited experience in patients who
continued dosing through asymptomatic but radiographically mild to moderate ARIA-E. There are limited
data in dosing patients who experienced recurrent ARIA-E.

Incidence of ARIA
In Study 1 (Study 201), symptomatic ARIA occurred in 3% (5/161) of LEQEMBI-treated patients. Clinical
symptoms associated with ARIA resolved in 80% of patients during the period of observation.
Including asymptomatic cases, ARIA was observed in LEQEMBI: 12% (20/161); placebo: 5% (13/245).
ARIA-E was observed in LEQEMBI: 10% (16/161); placebo: 1% (2/245). ARIA-H was observed in
LEQEMBI: 6% (10/161); placebo: 5% (12/245). There was no increase in isolated ARIA-H for LEQEMBI
compared to placebo.
Intracerebral hemorrhage >1 cm in diameter was reported after one treatment in LEQEMBI: 1 patient;
placebo: zero patients. Events of intracerebral hemorrhage, including fatal events, in patients taking
LEQEMBI have also been reported in other studies.
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Consider t HVW L QJ | R Ust&t8Rd¢ ifform the risk of developing ARIA when deciding to initiate
treatment with LEQEMBI.

Radiographic Findings
The majority of ARIA-E radiographic events occurred early in treatment (within the first 7 doses),
although ARIA can occur at any time and patients can have more than 1 episode. The maximum
radiographic severity of ARIA-E in patients treated with LEQEMBI was mild in 4% (7/161) of patients,
moderate in 4% (7/161) of patients, and severe in 1% (2/161) of patients. Resolution on MRI occurred
in 62% of ARIA-E patients by 12 weeks, 81% by 21 weeks, and 94% overall after detection. The
maximum radiographic severity of ARIA-H microhemorrhage in patients treated with LEQEMBI was mild
in 4% (7/161) of patients and severe in 1% (2/161) of patients; 1 of the 10 patients with ARIA-H had mild
superficial siderosis.

Concomitant Antithrombotic Medication and Other Risk Factors for Intracerebral Hemorrhage
Patients were excluded from enrollment in Study 1 for baseline use of anticoagulant medications.
Antiplatelet medications such as aspirin and clopidogrel were allowed. If anticoagulant medication was




malformation, infective lesions, multiple lacunar infarcts or stroke involving a major vascular territory,
and severe small vessel or white matter disease. Caution should be exercised when considering the use
of LEQEMBI in patients with these risk factors.

Infusion -Related Reactions
Infusion-related reactions were observed in LEQEMBI: 20% (32/161); placebo: 3% (8/245), and the
majority of cases in LEQEMBI-treated patients (88%, 28/32) occurred with the first infusion. All infusion-
related reactions were mild (56%) or moderate (44%) in severity. Infusion-related reactions resulted in
discontinuations in 2% (4/161) of patients treated with LEQEMBI. Symptoms of infusion-related
reactions included fever and flu-like symptoms (chills, generalized aches, feeling shaky, and joint pain),
nausea, vomiting, hypotension, hypertension, and oxygen desaturation.
After the first infusion, 38% of LEQEMBI-treated patients had transient decreased lymphocyte counts to
<0.9 x109/L compared to 2% on placebo, and 22% of LEQEMBI-treated patients had transient increased
neutrophil counts to >7.9 x109/L compared to 1% on placebo.
In the event of an infusion-related reaction, the infusion rate may be reduced, or the infusion may be
discontinued, and appropriate therapy initiated as clinically indicated. Prophyla
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Since January 2022, the Tau NexGen clinical study for Dominantly Inherited AD (DIAD), that is conducted
by Dominantly Inherited Alzheimer Network Trials Unit (DIAN-TU), led by Washington University School of
Medicine in St. Louis, is ongoing.

3. About Phase llb (Study 201) study and Phase IlI Clarity AD study
Phase Ilb clinical study (Study 201) was conducted as a double-blind, parallel-group, dose-finding study of
lecanemab or placebo for 18 months in 856 people living with early AD. Lecanemab treatment resulted in
a dose-dependent, longitudinal, and significant reduction in PET SUVR, which assesses amyloid-
accumulation in the brain, compared to placebo. At 18 months, ADCOMS?, CDR-SB, and ADAS-cog143
showed a dose-dependent reduction in clinical decline, with suppression rates of 29.7%, 26.5%, and 47.2%
in the 10 mg/kg bi-weekly treatment, respectively. The study did not achieve its primary outcome measure*
at 12 months of treatment. The most common adverse events occurring in the 10 mg/kg biweekly group
LQFLGHQFH - DQG PRUH IUHTXHQW W K hfpsibrQresd¢tions (DD, HEatache RXS ZHU
(13.7%), ARIA-E (9.9%), cough (8.7%), diarrhea (8.1%), dizziness (7.5%), cerebral microhemorrhages
(5.6%).
2 Developed by Eisai, ADCOMS combines items from the ADAS-Cog scale for assessing cognitive
functions, MMSE and the CDR scale for evaluating the severity of dementia to enable highly sensitive
detection of changes in clinical functions of early AD symptoms and changes in memory
3 ADAS-Cog is the most common cognitive assessment instrument used in AD clinical trials all over the
world. ADAS-Cog14 consists of 14 competencies: word recall, commands, constructional praxis, object
and finger naming, ideational praxis, orientation, word recognition, remembering word recognition
instructions, comprehension of spoken language, word finding difficulty, spoken language ability,
delayed word recall, number cancellation, and maze task. ADAS-Cog has been used in clinical trials for
earlier stages of AD including MCI.
4 An 80% or higher estimated probability of demonstrating 25% or greater slowing in clinical decline at
12 months treatment measured by ADCOMS from baseline compared to placebo.

Phase Il Clarity AD study was conducted as a placebo-controlled, double-blind, parallel-group, randomized
study of lecanemab 10 mg/kg or placebo administered bi-weekly for 18 months in 1,795 people living with
early AD. Mean change of CDR-SB from baseline at 18 months as the primary endpoint was 1.21 and 1.66
for lecanemab and placebo groups, respectively. Lecanemab treatment resulted in highly statistically
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emergent adverse events occurred in 88.9% and 81.9% of participants in the lecanemab and placebo
groups, respectively. Treatment-emergent adverse events leading to drug withdrawal occurred in 6.9% and
2.9% of participants in the lecanemab and placebo groups, respectively.

Overal, OHFDQHPDETTV $5,$ LQFLGHQFH SURILOH ZDV ZLWKLQ H[SHFWDWLRQ
ARIA-E events were largely mild-to-moderate radiographically (91% of those who had ARIA-E),
asymptomatic (78% of those who had ARIA-E), occurred within the first 3 months of treatment (71% of
those who had ARIA-E) and resolved within 4 months of detection (81% of those who had ARIA-E). Among
the 2.8% of lecanemab-treated subjects with symptomatic ARIA-E, the most commonly reported symptoms
were headache, visual disturbance, and confusion. The incidence of symptomatic ARIA-H was 0.7% in the
lecanemab group and 0.2% in the placebo group. No imbalance was observed in isolated ARIA-H (i.e.,
ARIA-H in participants who did not also experience ARIA-E) between lecanemab (8



spinal muscular atrophy, and developed the first approved treatment to address a defining pathology of



