Eisai Submits Supplemental Biologics License Application to FDA for Traditional Approval of
/(4(0%,&E OHFD@QMWBHDODRU WKH 7UHDWPHQW RI $O]KHLPHUTV 'LVHDV

Submission for traditional approval follows FDA accelerated approval of LEQEMBI on the same day, and
is based on data from the confirmatory Phase 3 Clarity AD clinical trial

TOKYO and CAMBRIDGE, Mass., January 6, 2023 *


https://www.eisai.com/news/2022/news202285.html
https://www.eisai.com/news/2022/news202285.html
https://www.nejm.org/doi/full/10.1056/NEJMoa2212948
http://www.leqembi.com/

INDICATION, DOSAGE AND ADMINISTRATION, AND IMPORTANT SAFETY INFORMATION IN THE
u.s

INDICATION
/(4(0%, LV LQGLFDWHG IRU WKH WUHDWPHQW RI $O]KHLPHUYVY GLVHDVH

initiated in patients with mild cognitive impairment or mild dementia stage of disease, the population in
which treatment was initiated in



$SROLSRSURWHLO (0 $SR(0O0 &DUULHU 6WDWXV DQG 5LVN RI $5,%

e ,Q BWXG\ Rl SDWLHQWYV LQ WKH /(4(0%, JURXS ZHUH $SR( 0 K
were heterozygotes, and 70% (112/161) were noncarriers.

e 7KH LQFLGHQFH RI $5,%$ ZzDV KLJKHU LQ $SR( 0 KRPR]J\JRWHV WKDQ LQ
among patients treated with LEQEMBI. Of the 5 LEQEMBI-treated patients who had symptomatic ARIA,

ZHUH $SR( 0 KRPRJ\JRWHV RI ZKRP H[SHU LHigrised WditenddJdi VI\PSWRP
VIPSWRPDWLF DQG RYHUDOO $5,%$ LQ $SR( 0 KRPRYadRNdMIFRPSDUHG W
LEQEMBI-treated patients has been reported in other studies.

e 7KH UHFRPPHQGDWLRQV RQ PDQDJHPHQW RI $5,$ GR QRW GLIIHU EHWZH
e &RQVLGHU WHVWLQJ IRU $SR( 0 VWDWXV WR WwhehRetHingvtK kitigstdk VN RI GH
treatment with LEQEMBI.

Radiographic Findings

e 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; of the 10 patients with ARIA-H had mild
superficial siderosis.

Concomitant Antithrombotic Medication and Other Risk Factors for Intracerebral Hemorrhage
e Patients were excluded from enroliment in Study 1 for baseline use of anticoagulant medications.




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. Prophylactic treatment with
antihistamines, acetaminophen, nonsteroidal anti-inflammatory drugs, or corticosteroids prior to future
infusions may be considered.

ADVERSE REACTIONS

In Study 1, 15% of LEQEMBI-treated patients, compared to 6% of placebo-treated patients, stopped
study treatment because of an adverse reaction. The most common adverse reaction leading to
discontinuation of LEQEMBI was infusion-related reactions that led to discontinuation in 2% (4/161) of
patients treated with LEQEMBI compared to 1% (2/245) of patients on placebo.

The most common adverse reactions report



Continued approval for this indication may be contingent upon verification of clinical benefit in a confirmatory
trial.

LEQEMBI is the result of a strategic research alliance between Eisai and BioArctic. Eisai has been initiated
submission of data for the BLA to the National Medical Products Administration (NMPA) of China in
December 2022. Eisai plans to file for marketing authorization applications of lecanemab in Japan and EU
E\ WKH HQG RI (LVDLYV )<

Since July 2020, (LVDLYV 3KDVH FOLQ L FB5)fov MtKiGuals $vitlf 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.

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, has been ongoing since January 2022. Eisai has completed a LEQEMBI subcutaneous bioavailability
study, and subcutaneous dosing is currently being evaluated in the Clarity AD (Study 301) OLE.

2. About Amyloid -Related Imaging Abnormalities (ARIA)

ARIA is an important adverse event of amyloid-lowering therapies that is critical to monitor and manage
during treatment. ARIA is most commonly seen as temporary swelling/effusion (ARIA-E) in areas of the
brain that usually resolves over time. Some people may also have small spots of bleeding in or on the
surface of the brain (ARIA-H) with the swelling. Although most people with ARIA-E do not have symptoms,
some people may have symptoms such as headache, confusion, dizziness, vision changes and nausea.

3. About the Collaboration between Eisai and Biogen for AD

Eisai and Biogen have been collaborating on the joint development and commercialization of AD treatments
since 2014. Eisai serves as the lead of lecanemab development and regulatory submissions globally, with
both companies co-commercializing and co-promoting the product and Eisai having final decision-making
authority.

4. About the Collaboration between Eisai and BioArctic for AD

Since 2005, Eisai and BioArctic have had a long-term collaboration regarding the development and
commercialization of AD treatments. Eisai obtained the global rights to study, develop, manufacture and
market LEQEMBI for the treatment of AD pursuant to an agreement with BioAr





https://www.alzforum.org/news/conference-coverage/lecanemab-sweeps-toxic-av-protofibrils-catches-eyes-trialists
https://www.alzforum.org/news/conference-coverage/lecanemab-sweeps-toxic-av-protofibrils-catches-eyes-trialists

