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1 | INTRODUCTION

1.1 | ARIA in Alzheimer’s disease background
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Abstract

INTRODUCTION: Lecanemab is a humanized immunoglobulin G1 (IgG1) monoclonal
antibody that preferentially targets soluble aggregated AB species (protofibrils) with
activity at amyloid plaques. Amyloid-related imaging abnormalities (ARIA) profiles
appear to differ for various anti-amyloid antibodies. Here, we present ARIA data from
alarge phase 2 lecanemab trial (Study 201) in early Alzheimer’s disease.

METHODS: Study 201 trial was double-blind, placebo-controlled (core) with an open-
label extension (OLE). Observed ARIA events were summarized and modeled via
Kaplan-Meier graphs. An exposure response model was developed.

RESULTS: In the phase 2 core and OLE, there was a low incidence of ARIA-E (<10%),
with <3% symptomatic cases. ARIA-E was generally asymptomatic, mild-to-moderate
in severity, and occurred early (<3 months). ARIA-E was correlated with maxi-
mum lecanemab serum concentration and incidence was higher in apolipoprotein E4
(ApoE4) homozygous carriers. ARIA-H and ARIA-E occurred with similar frequency in
core and OLE.

DISCUSSION: Lecanemab can be administered without titration with modest inci-

dence of ARIA.
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been observed on brain imaging after treatment with some anti-
amyloid immunotherapies. The exact pathophysiology underlying
ARIA remains uncertain."12 ARIA-E (edema) refers to the magnetic

resonance (MR) signal alterations thought to represent vasogenic

Over the past decade, an active area of research has been the
development of immunotherapy, with the goal of lowering cerebral
amyloid beta burden in patients with Alzheimer’s disease (AD).17

Treatment-related amyloid-related imaging abnormalities (ARIA) have

edema (VE) and related extravasated fluid phenomena, whereas ARIA-
H (hemorrhage) refers to the MR signal alterations attributable to
microhemorrhages, macrohemorrhages, and hemosiderosis (superfi-
cial siderosis®). ARIA-E and ARIA-H are typically detected on magnetic
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RESEARCH IN CONTEXT

1. Systematic Review: The authors reviewed the literature
utilizing PubMed and recent meeting abstracts. Relevant
citations on pathophysiology aspects of amyloid-related
imaging abnormalities (ARIA), as well as clinical reports
of ARIA occurring with anti-amyloid antibodies are cited.
ARIA incidence appears to vary among the anti-amyloid
antibodies in development.

2. Interpretation: Our findings show the incidence of ARIA-
E in the lecanemab (10 mg/kg biweekly, intravenous
[IV]) phase 2 Study 201 occurred at a relatively low
rate (<10%; symptomatic rate: <3%). ARIA was gener-
ally mild-to-moderate, occurred early (<3 months), was
higher in apolipoprotein E4 (ApoE4) carriers, and was
correlated with maximum lecanemab concentrations at
steady state. These findings support lecanemab initiation
at 10 mg/kg biweekly without titration.

3. Future Directions: Further evaluation of lecanemab is
ongoing in the phase 3 Clarity AD study in early
Alzheimer’s disease. Research on a lecanemab subcuta-
neous formulation with a lower Cg . is ongoing, which
has the potential for reduced incidence of ARIA-E versus
the IV formulation.

resonance imaging (MRI) sequences. Both appear to relate to the
presence of cerebral amyloid angiopathy (CAA), and both occur in
the natural history of AD and in the setting of amyloid-modifying
therapeutic approaches.® Microhemorrhages naturally occur fre-
quently in AD. Macrohemorrhages, siderosis, and edema occur only
rarely in AD without treatments and are thought to be associ-
ated with CAA, but are observed at higher rates with antibody
treatments. Current practice implements careful clinical and radio-
graphic monitoring for ARIA when treating with an anti-amyloid

therapy.1?

1.2 | Lecanemab background

Lecanemab is a humanized immunoglobulin G1 (IgG1) monoclonal
antibody that preferentially targets soluble aggregated ASB species
(protofibrils), with activity at insoluble fibrils.!*-1? Lecanemab was
evaluated in a large, 18-month phase 2 proof-of-concept double-blind
study (BAN2401-G000-201 [Study 201 core]; NCT01767311) using
Bayesian design with response adaptive randomization in 856 patients
with early AD; mild cognitive impairment (MCI) due to AD or mild AD
dementia.22% This study also included an open-label extension (OLE)
phase that is ongoing. Although the threshold for the primary Bayesian
analysis at 12 months was not met, results from pre-specified 18-

month frequentist analyses demonstrated that lecanemab treatment

produced consistent dose-dependent reductions in brain amyloid
burden assessed by positron emission tomography (PET) scans and
were associated with slowing of clinical decline in patients with early
AD.! Doses were not titrated in this study, and the study identified
lecanemab 10 mg/kg IV biweekly as the optimal dose for balancing
amyloid clearance, clinical efficacy and safety. This dose is being used
in the ongoing phase 3 trial (NCT03887455).

In the double-blind Study 201 core, lecanemab was generally well-
tolerated, with ARIA-E and infusion reactions being the most common
adverse events observed.! ARIA-E was dose dependent, with an inci-
dence <10% at the highest doses for the overall population and
14.3% for ApoE4 positive subjects, with most events occurring in the
first 3 months of treatment and most mild to moderate in sever-
ity. Symptomatic ARIA-E occurred in 3% of participants. There were
no symptomatic cases of ARIA-H reported! in the core study. Of
note, although increased ARIA occurs with both active immuniza-
tion as well as many anti-amyloid antibodies,18-721-25 the risk of
ARIA with lecanemab may be lower due to differences in pharma-
cological profile and binding affinities of the various anti-amyloid

antibodies.

1.3 | Study goals

Given the importance of ARIA as potential adverse events in anti-
amyloid therapies, we provide here an in-depth update on ARIA from
the lecanemab clinical program from Study 201 core and OLE, including
exposure response modelling analysis and an evaluation of the rela-
tionship of ARIA to ApoE4 genotype. The analysis in this manuscript
principally focuses on the highest dose evaluated in the phase 2 study
(10 mg/kg biweekly, intravenous [IV]), which is the dose tested in the
pivotal phase 3 study. However, since the number of ApoE4 positive
subjects in the 10 mg/kg biweekly dose group was limited (30%) by
a regulatory authority-imposed amendment,’ we also included data
where relevant for the second highest dose (10 mg/kg monthly). This
10 mg/kg monthly dosing group has a higher percentage of ApoE4 car-
riers (90%) and, as we will show in this paper, has a similar maximum
concentration (Cgs max) Of lecanemab to 10 mg/kg biweekly, although

total drug exposure (AUC) is lower.

2 | METHODS

2.1 | Study design and treatments

2.1.1 | Study 201 core

The lecanemab Study 201 trial (ClinicalTrials.gov Identifier:
NCT01767311) was a multinational, multicenter, double-blind,
placebo-controlled, parallel-group study employing response adaptive
randomization. Details of the study design have been previously
published>29 and brief description of relevant methods can be found

in the supplement.
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2.1.2 | 201 open-label extension

The OLE was initiated following analysis of the core phase 2b Study
201 to allow subjects to receive open-label lecanemab 10 mg/kg
biweekly for up to 24 months to assess long-term safety and toler-
ability. All subjects who fulfilled OLE inclusion/exclusion criteria and
entered the OLE received 10 mg/kg biweekly during the OLE period,
regardless of ApoE genotype. Since the OLE was added in an amend-
ment to Study 201 after completion of the core study, there was a
gap period between the end of the Study 201 core and OLE baseline
when no treatment was provided, which was 9-59 months (mean and
median: approximately 24 months). MRI was conducted to monitor for
ARIA at 9 weeks, 3 months, 6 months, and 12 months over the first
12 months of 10 mg/kg biweekly lecanemab treatment in the OLE (i.e.,
identical to the core phase of Study 201 in the first 12 months). After
12 months, MRI was conducted every 6 months. ARIA-E and ARIA-H
data were summarized according to observed events in the longitudi-
nal OLE period. In contrast to the core study where all cases of ARIA-E
were discontinued, ARIA management in the OLE allowed for unin-
terrupted dosing in radiographically mild or moderate asymptomatic
cases of ARIA-E, while dosing was interrupted for radiographically
severe events, whether symptomatic or asymptomatic, until resolution
or stabilization, at which time resumption of treatment was permit-
ted. ARIA-E was best detected with the 2D-T2FLAIR sequence used
and ARIA-H was best detected with the T2* sequence.’? Subjects who
developed symptomatic ARIA-H were also temporarily stopped from
study drug administration. Subjects had safety visits (with MRI) at
approximately 30 days after event was identified until ARIA resolved,
at which time treatment could be resumed.

2.2 | Exposure response analysis for safety
(ARIA-E)

ARIA-E incidence was correlated with lecanemab maximum concentra-
tion at steady state (Cs max) Using logistic regression analysis data from
Study 201 across all dosing regimens. Covariates included age, gender,
ApoE4 carrier genotype status, ongoing treatment with AChEls and/or
memantine, and clinical subgroup (MCI due to AD or mild AD demen-
tia). Time-to-event (TTE) analysis was performed for time to the first
observation of ARIA-E. Parametric TTE model was constructed by link-
ing an event time and drug exposure through hazard function. ARIA-E

event rate was attenuated over time and log-hazard model was used as

a base model.
3 | RESULTS
3.1 | Patients

Baseline characteristics were generally similar among the regimens
in the core and between the core and OLE (Table 1). The OLE is

Clinical Interventions

ongoing and results presented herein are from a data lock of Decem-
ber 31, 2021. In Study 201 core, the proportion of ApoE4 carriers
(homozygous and heterozygous) was lower in the 10 mg/kg biweekly
group (30.4%) compared to the other treatment groups, including PBO
(71.0%). However, 88.9% of subjects in the 10 mg/kg monthly group
were ApoE4 carriers. The proportion of ApoE4 carriers was 69.4%
in the Study 201 OLE. Lecanemab exposure is summarized in the
Supplementary Appendix.

3.2 | ARIA in Study 201 core study

3.2.1 | ARIA-E in Study 201 core

ARIA-E was protocol-specified as an adverse event of special inter-
est in the lecanemab phase 2 core study and the top-level ARIA-E
results have been summarized previously! (Table 2). A total of 9.9%
ARIA-E on 10 mg/kg biweekly and 9.9% on 10 mg/kg monthly was
observed. The incidence of ARIA-E was dose dependent, occurring
more frequently in the highest doses. ARIA-E was also more fre-
quent in subjects who were ApoE4 carriers (14.3%), with incidence
higher in homozygous carriers (5/10; 50.0%) versus heterozygous car-
riers (2/39; 5.1%) and noncarriers (9/112; 8.0%). Symptomatic ARIA-E
occurred in 3% of subjects on 10 mg/kg biweekly and 0.4% on 10 mg/kg
monthly. Four out of seven ApoE4 carriers in lecanemab 10 mg/kg
biweekly with ARIA-E in 201 Core (57%) showed symptomatic
ARIA-E. Symptoms included headaches, visual disturbances, and/or
confusion.

Most ARIA-E occurred within the first 3 months of treatment
(Figure 1) and was mostly (90%) mild to moderate in radiographic
severity (71% mild-to-moderate in ApoE4 carriers). A table summariz-
ing ARIA by radiographic severity can be found in the supplementary
appendix (Table S1). MRI findings resolved within 4-16 weeks for
10 mg/kg biweekly dose. ARIA-E results in the 10 mg/kg monthly group
were similar to the 10 mg/kg biweekly group. One notable exception
was the ApoE4 homozygous carrier subgroup in which 18.3% (11/60)
of subjects experienced ARIA-E in the 10 mg/kg monthly group versus
50.0% (5/10) in the 10 mg/kg biweekly group (Table 2). There were no
recurrences of ARIA-E in the core since all subjects with ARIA-E were

discontinued, per protocol.

3.2.2 | ARIA-H in Study 201 core

Overall, ARIA-H occurred in 6.2% of subjects in the 10 mg/kg biweekly
group (Table 3) and events were mostly mild in severity (82%; Table S1).
Overall, nine ARIA-H events were microhemorrhage, one was super-
ficial siderosis, and one was macrohemorrhage. In Study 201 core,
there were no dose response trends in incidence of ARIA-H (PBO 4.9%,
lecanemab 2.5 mg/kg biweekly 5.8%, 5 mg/kg monthly 13.7%, 5 mg/kg
biweekly 14.1%, 10 mg/kg monthly 9.5%, and 10 mg/kg biweekly 6.2%).
There were no symptomatic cases of ARIA-H in Study 201 core.
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FIGURE 1
population and the (B) ApoE4 carriers subgroup.

3.3 | ARIAin OLE

3.3.1 | ARIA-E in OLE

ARIA-E events in the OLE phase were generally consistent with the
rate seen in the lecanemab 10 mg/kg biweekly group in the core. A
total of 180 subjects have been dosed in the OLE; all subjects in the
OLE were treated with 10 mg/kg biweekly, irrespective of ApoE4
genotype (core allocation for relevant treatment groups: placebo: 45;
10 mg/kg monthly: 60; 10 mg/kg biweekly: 38; Table 2). In the OLE,
14/180 (7.8%) dosed subjects across all core treatment assignments
have had ARIA-E to date (Table 2). Of note, four subjects treated
with placebo in the core study had ARIA-E in the OLE (4 of 45 total;
overall incidence of 8.9%). All four of these ARIA-E cases occurred in
ApoE4+ subjects, yielding an incidence of 12.9% (4 of 31 total ApoE4

Kaplan-Meier estimate of ARIA-E risk in subjects receiving 10 mg/kg biweekly Lecanemab in the Study 201 Core for the (A) overall

carriers: 13%) in core placebo-treated ApoE4 carrier subjects. As in
the core, most ARIA-E occurred within first 3 months of treatment of
the OLE (Figure 2) and were mostly mild to moderate in radiographic
severity (70%, 10/14; Table S1), with 50% (2/4) mild to moderate
in newly treated (all, ApoE4 carriers). ARIA-E events in the OLE
resolved within 4-16 weeks and six of 14 OLE cases have been dosed
through (asymptomatic, mild, or moderate in radiographic severity).
Two out of 13 ApoE4 carriers with ARIA-E in 201 OLE (15%) show
symptomatic ARIA-E. Kaplan-Meier estimate for ARIA-E in OLE for
core placebo-treated subjects is approximately 10.0% (Figure 2),
consistent with the observed number of ARIA-E cases for 10 mg/kg
biweekly in the core (9.9%) and OLE (8.9%). Three subjects had
ARIA-E recurrence during OLE only, and two subjects had ARIA-E in
both core and OLE. Additional narrative details can be found in the

supplement.
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FIGURE 2 Kaplan-Meier estimate of ARIA-E risk in subjects receiving 10 mg/kg biweekly lecanemab in the Study 201 OLE for the (A) overall

ole population and the (B) ApoE4 carriers subgroup.

3.3.2 | ARIA-H events in Study 201 OLE

ARIA-H events in the OLE phase were generally consistent with the
rate seen in the lecanemab 10 mg/kg biweekly group in the core
(Table 3). ARIA-H events were mostly mild or moderate in severity
(87%; Table S1). Overall, 21 microhemorrhage events, 8 superficial
siderosis events, and 1 macrohemorrhage were observed. ARIA-H
occurred in a higher proportion of ApoE4 carriers versus non-carriers
overall in the OLE (13.6% vs. 5.5%), and for newly treated subjects
(16.1% vs. 7.1%). Of the 180 subjects who received the study drug, a
low proportion of subjects (3.3%) had both ARIA-E and ARIA-H events,
4.0% were ApoE4+ and 1.8% who were ApoE4 non-carriers, consistent
with observations from the core study. There was one symptomatic
case of macrohemorrhage. This subject had an adverse event of visual
field defect (serious and moderate in severity), did not have concurrent

with ARIA-E, and has clinically resolved with residual visual field defect.

Additional information from a pooled analysis of data from Study
201 Core and OLE can be found in the supplement.

3.4 | Exposure-response outcomes for ARIA-E
(phase 2)

The incidence of ARIA-E as a function of lecanemab exposure was
modeled with a logit function. Two measures of exposure, aver-
age lecanemab concentration at steady state (css,,) and maximum
lecanemab concentration at steady state (Cgs max) Were tested as pre-
dictors of ARIA-E using a linear function. Both Cy o and Cg oy
were statistically significant predictors of ARIA incidence, however,
the Akaike information criterion (AIC) for the Cgmax model (AIC =
1185.67) was lower than that of the Cy,, (AIC = 1207.52), indi-

cating the Cysmax model was preferred. Thus Cgsmax Was selected
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TABLE 2 ARIA-E events from Study 201 core and OLE.

OLE
BAN2401

CORE

BAN2401

All treated in

Newly treated
Core Placebo

10 mg/kg
Biweekly

(N

10 mg/kg
Monthly

(N

5 mg/kg
Biweekly

2.5 mg/kg
Biweekly

OLE

5 mg/kg Monthly

Placebo
(N

(N =180)

45)

(N

=161)
n (%)

=253)
n (%)

92)

(N

51)

(N

52)

(N

=245)

n
14/180
13/125

n (%)

n (%) n (%) n (%)

N (%)

Category

7.8)

10.4)

14.3)

12.9)

11.1)

4/31

14.3)

50.0)

3/27

7/49
5/10

10.2)

18.3)
7.3)

9/112

23/225
11/60
12/165

ARIA-E

2/174

ApoE4+

Homozygous

1/134

Heterozygous

ApoE4-
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as the lecanemab exposure metric in the model. Subsequently, the
significance of ApoE4 genotype was evaluated using the exposure-
response model. It was determined that homozygous ApoE4 carriers
were at greater probability of ARIA-E incidence than noncarriers or
heterozygous ApoE4 carriers (p < 0.001). Based on the exposure-
response outcomes ARIA-E modeling conducted, the observed and
model-predicted proportion of subjects with ARIA-E increased with an
increase in exposure to lecanemab (i.e., observed ARIA-E is correlated
by Css max quartiles across all doses; Figure 3). Finally, the time-to-event
profile of the model-predicted ARIA-E with 10 mg/kg biweekly dosing
regimen confirmed the observed ARIA-E in OLE (Figure 4). Model-
predicted ARIA-E incidence was similar to that observed in Study 201

core.

4 | DISCUSSION

In this report, we present detailed results on the ARIA profile of
lecanemab treatment from the phase 2 Study 201 core and OLE
phases. The incidence of observed ARIA-E cases was consistent in
the core and OLE for the 10 mg/kg biweekly dose. Observed ARIA
in the Study 201 and OLE was largely radiographically mild to mod-
erate and generally occurred within the first 3 months of treatment.
Importantly, asymptomatic ARIA-E can be dosed through in some mild-
to-moderate cases. The PK/PD model demonstrated that the incidence
of ARIA-E is driven by C¢ max and depended on ApoE4 allele number.
The model confirmed that ARIA-E incidence was higher and distinct in
ApoE4 homozygous subjects and was similar in ApoE4 heterozygotes
and noncarriers.

The risk of ARIA was highest after the first dose of lecanemab (most
occurring within 3 months) and was attenuated with time. Of note,
an exposure response ARIA-E model was able to predict the observed
incidence rates for ApoE4 carriers in OLE with 10 mg/kg biweekly for
those treated with placebo in the core. The predicted ARIA-E rates in
Study 201 and OLE for ApoE4 carriers and noncarriers at Cqg max (280
ug/mL) after lecanemab 10 mg/kg biweekly doses were similar with
the observed rates in carriers and non-carriers. The underrepresenta-
tion of ApoE4 carriers in the 10 mg/kg biweekly core group make the
results difficult to interpret; however, the addition of data from the
10 mg/kg monthly group and the results from the OLE, despite limi-
tations, allows for a fuller analysis. More information is now available
with the results of the phase 3 Clarity AD study, which indicated the
overall incidence of ARIA-E was similar to the phase 2 study; however,
higher rates of ARIA-E are noted in the ApoE4 homozygous carriers
which has recently completed.2® ARIA-H occurred with similar fre-
quency in the core and OLE. There was a relatively low incidence of
ARIA-H in the study and it did not appear to be associated with the
dose. As expected, ARIA-H was more common in ApoE4 carriers; all
but one case was asymptomatic (macrohemorrhage; see supplement
for additional information). A gene-dose effect (i.e., heterozygous vs.
homozygous ApoE4 carriers) was not apparent for ARIA-E from the
core, but there did appear to be an effect observed for ARIA-H and for
ARIA-E in the OLE.
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Lecanemab Cmax (ug/mL)

(model predicted)

(observed data)

10 mg/kg Monthly Newly Treated
(Css,max =239 10 mg/kg Bi-weekly (Cssmax Core placebo*
Category ug/mL) =280 ug/mL) (N=45)
ApoE4+
Homozygous 17.7% 22.5% 1/4 (25.0%)
Heterozygous 5.1% 6.8% 3/27 (11.1%)
ApoE4- 4.0% 5.4% 0/14 (0%)

Filled circles represent the CORE observed proportion of subject with ARIA-E for each Cssmax quartile (1Q-
4Q) and placebo, plotted at the median Csmax of each group. Solid line represents the model predicted

line.

FIGURE 3 Model-predicted and observed ARIA-E versus lecanemab Cg; ¢ for ApoE4 subgroups.

The risk of ARIA is a known effect for both active anti-amyloid
immunization and many of the anti-amyloid antibodies.!8-11.21-27
Treatment-related ARIA-E has been observed on brain imaging with
various emerging anti-amyloid immunotherapies that target larger
aggregated beta-amyloid species (e.g., bapineuzumab, lecanemab, adu-
canumab, gantenerumab, donanemab), but not with treatment with
antibodies that target monomer and small aggregated beta-amyloid
species (crenezumab, solanezumab). However, the exact pathophysiol-
ogy underlying ARIA remains uncertain.®8-11.28-29 A recent systematic
review on ARIA found that ARIA-E events occur mostly as asymp-
tomatic events during treatment with amyloid-modifying therapies.°
In this analysis, the rate of ARIA-E among antibody treatments
was associated with treatment dose, emerging as a frequent find-
ing in patient groups treated with high-dose bapineuzumab (26.7% of
patients), gantenerumab (28.6%-29.2%), aducanumab (35.9% overall),
donanemab (28.8%), and lecanemab (10% overall).

Lecanemab is a monoclonal antibody designed as a potential early
AD therapy to selectively target large soluble AB protofibrils with
activity at the insoluble fibrils that are major components of brain
amyloid.1*-17 Given the association of the occurrence of ARIA with
the treatment of anti-amyloid antibodies in the literature, ARIA-E
and ARIA-H were pre-specified as adverse events of special inter-
est and closely monitored in the lecanemab phase 2 proof of concept
study.238-11 For lecanemab (similar for bapineuzumab, donanemab,
and aducanumab), the occurrence of ARIA-E appears to be dose
dependent, and increased incidence is associated with the ¢4 allele
of apolipoprotein E (APOE) gene (APOE e4) Comparison between
trials would suggest that lecanemab has lower ARIA-E than some
of the other published AS immunotherapies, including aducanumab,
donanemab, and gantenerumab. There are a number of possible rea-
sons why there might be a lower incidence of ARIA with lecanemab
at 10 mg/kg biweekly dose including: (a) physicochemical and/or
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Predicted Median and 90% 6.3%
Prediction Interval (at 18 (4.9% — 7.3%)
months)

Observed (Kaplan-Meier
Estimate)

2.9% (n=1)

FIGURE 4 Observed ARIA-E in OLE versus simulated using PK/PD model in lecanemab-treated (any dose) subjects from the core study.

pharmacological profile; (b) degree of brain penetration; (c) specificity
of the antibody for vascular amyloid (i.e., the different A target bind-
ing site); (d) immune response to the antibody/amyloid complex. ARIA
occurs more frequently in ApoE4 carriers relative to non-carriers and
more common in homozygous ApoE4 carriers versus heterozygous
ApoE4 carriers. ApoE4 carriers are a high-risk population for ARIA-
E incidence likely due to the higher presence of severe CAA,? even
though the major component in CAA is AB40 fibrils, whereas neuritic
plaques consist of more AB42 protofibrils and fibrils.31-33 Additional
preclinical research that may give further insights are ongoing.

4.1 | Study limitations and key questions

There was underrepresentation of ApoE carriers in the 10 mg/kg
biweekly core group, and particularly ApoE homozygous individuals
due to a regulatory authority-imposed amendment (see supplement),
which may have caused underestimated ARIA-E rates in this group.
However, there are several factors that provide reassurance regarding
the overall risk of ARIA-E for lecanemab. First, although ApoE4 carri-
ers were underrepresented in the 10 mg/kg biweekly group in Study
201 core, all participants entering Study 201 OLE (69.4% of whom
were ApoE4 carriers) were treated with 10 mg/kg biweekly and ARIA
rates in OLE were consistent with those in core. ARIA-E incidence in
ApoE4 carriers in 10 mg/kg biweekly group in core was 14.3% versus
10.4% in OLE (12.9% in newly lecanemab-treated subjects in the OLE)
. Second, subjects that received 10 mg/kg monthly had similar Cgg max
compared to those receiving the 10 mg/kg biweekly regimen. The
PK/PD model demonstrated that the incidence of ARIA-E is driven

primarily by lecanemab Cgmay. Similar Cgsmax levels following
10 mg/kg monthly and biweekly administration are translated in
similar ARIA-E incidence. Thus, the observed 10.2% ARIA-E incidence
in the 10 mg/kg monthly group in core may be viewed as supportive of
the expected ARIA-E incidence for 10 mg/kg biweekly dosing.

4.2 | Conclusions

In summary, this analysis provides detailed overview of ARIA occur-
rences in the lecanemab phase 2 Study 201 core and OLE. There was
a modest incidence of ARIA-E (<10%; symptomatic ARIA rate: <3%)
in core and OLE. ARIA was generally radiographically mild to moder-
ate and generally occurred early in the course of treatment (within the
first 3 months) for 10 mg/kg monthly and biweekly dosing regimens.
The probability of experiencing ARIA-E was correlated with Cgg ax
and was higher in ApoE4 carriers. As expected, the incidence was
higher in homozygous carriers versus heterozygous carriers and non-
carriers. For some anti-amyloid antibodies, the high incidence of ARIA
has prompted the utilization of a dosing titration program; however,
the lower incidence observed with lecanemab permitted administra-
tion without titration, resulting in the initiation of treatment at the
dose showing highest efficacy in the phase 2 study. The incidence of
observed ARIA-E cases in the OLE is consistent with the incidence
observed at 10 mg/kg biweekly treatment in the core study. ARIA-
H occurred with similar frequency in core and OLE. These findings
support initiation of 10 mg/kg biweekly lecanemab at the onset of
treatment without titration with a modest incidence of ARIA-E. Fur-

ther evaluation of lecanemab is ongoing in the phase 3 Clarity AD
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study in patients with early AD. In addition, research on a lecanemab
subcutaneous formulation with a lower C oy is ongoing, for which
PK/PD modeling suggests the potential for a reduced rate of ARIA-
E relative to the IV formulation. Learnings from the phase 2 study
have been incorporated into the phase 3 trial program, including that
lecanemab 10 mg/kg biweekly can be used in all subjects regardless
of APOE make-up and that some subjects who are asymptomatic with
mild-moderate ARIA-E can be dosed through.
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