FDA Accepts Eisai’'s Filing of LEQEMBI® (lecanemab-irmb) Supplemental Biologics
License Application for IV Maintenance Dosing for the Treatment of
Early Alzheimer’s Disease

TOKYO and CAMBRIDGE, Mass., June 10, 2024 — Eisai Co., Ltd. (Headquarters: Tokyo, CEO: Haruo
Naito, “Eisai”) and Biogen Inc. (Nasdaq: BIIB, Corporate headquarters: Cambridge, Massachusetts,
CEO: Christopher A. Viehbacher, “Biogen”) announced today that that the U.S. Food and Drug
Administration (FDA) has accepted Eisai's Supplemental Biologics License Application (sBLA) for
monthly lecanemab-irmb (U.S. brand name: LEQEMBI®






ApOE €4 Carrier Status and Risk of ARIA

Of the patients taking LEQEMBI, 16% (141/898) were ApoE €4 homozygotes, 53% (479/898) were
heterozygotes, and 31% (278/898) were noncarriers. With LEQEMBI, the incidence of ARIA was higher
in ApoE €4 homozygotes (LEQEMBI: 45%; placebo: 22%) than in heterozygotes (LEQEMBI: 19%;
placebo: 9%) and noncarriers (LEQEMBI: 13%; placebo: 4%). Symptomatic ARIA-E occurred in 9% of
ApoE €4 homozygotes vs 2% of heterozygotes and 1% of noncarriers. Serious ARIA events occurred in
3% of ApoE €4 homozygotes and in ~1% of heterozygotes and noncarriers. The recommendations on
management of ARIA do not differ between ApoE €4 carriers and noncarriers.

Radiographic Findings

The majority of ARIA-E radiographic events occurred within the first 7 doses, although ARIA can occur
at any time, and patients can have >1 episode. Maximum radiographic severity of ARIA-E with
LEQEMBI was mild in 4% (37/898), moderate in 7% (66/898), and severe in 1% (9/898) of patients.
Resolution of ARIA-E on MRI occurred in 52% of patients by 12 weeks, 81% by 17 weeks, and 100%




permanently discontinue LEQEMBI. If a patient experiences ARIA symptoms, clinical evaluation
should be performed, including MRI if indicated. If ARIA is observed on MRI, careful clinical evaluation
should be performed prior to continuing treatment.

HYPERSENSITIVITY REACTIONS

Hypersensitivity reactions, including angioedema, bronchospasm, and anaphylaxis, have occurred
with LEQEMBI. Promptly discontinue the infusion upon the first observation of any signs or symptoms
consistent with a hypersensitivity reaction and initiate appropriate therapy.

INFUSION-RELATED REACTIONS (IRRS)

IRRs were observed—LEQEMBI: 26% (237/898); placebo: 7% (66/897)—and the majority of cases with
LEQEMBI (75%, 178/237) occurred with the first infusion. IRRs were mostly mild (69%) or moderate
(28%) in severity. IRRs resulted in discontinuation of LEQEMBI in 1% (12/898). Symptoms of IRRs
included fever and flu-like symptoms (chills, generalized aches, feeling shaky, and joint pain), nausea,
vomiting, hypotension, hypertension, and oxygen desaturation.

In the event of an IRR, the infusion rate may be reduced or the infusion may be discontinued and
appropriate therapy initiated as clinically indicated. Consider prophylactic treatment prior to future
infusions with antihistamines, acetaminophen, nonsteroidal anti-inflammatory drugs, or corticosteroids.

ADVERSE REACTIONS

The most common adverse reaction leading to discontinuation of LEQEMBI was ARIA-H
microhemorrhages that led to discontinuation in 2% (15/898) with LEQEMBI vs <1% (1/897) with
placebo.

The most common adverse reactions reported in 25% with LEQEMBI (N=898) and =2% higher than
placebo (N=897) were IRRs (LEQEMBI: 26%; placebo: 7%), ARIA-H (LEQEMBI: 14%; placebo: 8%),
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Notes to Editors

1.

About lecanemab (LEQEMBI®)
Lecanemab is the result of a strategic research alliance between Eisai and BioArctic. It is a
humanized immunoglobulin gamma 1 (IgG1) monoclonal antibody directed against aggregated
soluble (protofibril) and insoluble forms of amyloid-beta (AB).2 Lecanemab is approved in the U.S.,*
Japan,’ China® and South Korea’. In the U.S., Japan, China and South Korea, the indications are
as follows.

x U.S.: For the treatment of Alzheimer’s disease (AD). It should be initiated in patients with

MCI or mild dementia stage of disease.*

x Japan: For slowing progression of MCI and mild dementia due to AD.5

x  China: For the treatment of MCI due to AD and mild AD dementia.b

x South Korea: For the treatment in adult patients with MCI due to AD or Mild AD.”

LEQEMBI’'s FDA approval was based on Phase 3 data from Eisai’s, global Clarity AD clinical trial,
in which it met its primary endpoint and all key secondary endpoints with statistically significant
results.® The primary endpoint was the global cognitive and functional scale, Clinical Dementia
Rating Sum of Boxes (CDR-SB). In the Clarity AD clinical trial, treatment with lecanemab reduced
clinical decline on CDR-SB by 27% at 18 months compared to placebo.® The mean CDR-SB score
at baseline was approximately 3.2 in both groups. The adjusted least-squares mean change from
baseline at 18 months was 1.21 with lecanemab and 1.66 with placebo (difference, —0.45; 95%
confidence interval [Cl], —0.67 to —0.23; P<0.001).8 In addition, the secondary endpoint from the
AD Cooperative Study-Activities of Daily Living Scale for Mild Cognitive Impairment (ADCS-MCI-
ADL), which measures information provided by people caring for patients with AD, noted a
statistically significant benefit of 37% compared to placebo.® The adjusted mean change from
baseline at 18 months in the ADCS-MCI-ADL score was —3.5 in the lecanemab group and -5.5 in
the placebo group (difference, 2.0; 95% CI, 1.2 to 2.8; P<0.001).8 The ADCS MCI-ADL assesses
the ability of patients to function independently, including being able to dress, feed themselves and
participate in community activities. The most common adverse events (>10%) in the lecanemab
group were infusion reactions, ARIA-H (combined cerebral microhemorrhages, cerebral
macrohemorrhages, and superficial siderosis), ARIA-E (edema/effusion), headache, and fall.8

Eisai has also submitted applications for approval of lecanemab in 13 countries and regions,
including the European Union (EU).

Since July 2020 the Phase 3 clinical study (AHEAD 3-45) for individuals with preclinical AD,
meaning they are clinically normal and have intermediate or elevated levels of amyloid in their
brains, is ongoing. AHEAD 3-45 is conducted as a public-private partnership between the
Alzheimer's Clinical Trial Consortium that provides the infrastructure for academic clinical trials in
AD and related dementias in the U.S, funded by the National Institute on Aging, part of the National
Institutes of Health, Eisai and Biogen. 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 and
includes lecanemab as the backbone anti-
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submissions to and decisions made by the regulatory authorities regarding lecanemab; uncertainty
of success in the development and potential commercialization of lecanemab; failure to protect and
enforce Biogen's data, intellectual property and other proprietary rights and uncertainties relating to
intellectual property claims and challenges; product liability claims; and third party collaboration
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