
• Building on the positive findings from the BAN2401 phase 2 study, 
the phase 3 CLARITY AD study is designed to confirm clinical 
efficacy and safety of BAN2401 versus placebo in patients with 
early AD

• CLARITY AD was initiated in March 2019 and enrollment is ongoing
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• BAN2401 is a humanized immunoglobulin G1 (IgG1) monoclonal 
antibody that selectively binds to large soluble Aβ aggregate species, 
while demonstrating low affinity for Aβ monomer (Figure 1)1

• Although BAN2401 does interact with Aβ monomers and Aβ fibrils, it 
demonstrates at least 1000-fold selectivity for protofibrils over Aβ 
monomers and approximately 10- to 15-fold higher selectivity for 
protofibrils over fibrils2-5

• A large, 18-month phase 2 proof of concept study (BAN2401-G000-
201, NCT01767311) using Bayesian adaptive design was recently 
conducted in 856 patients with early Alzheimer’s disease (AD); mild 
cognitive impairment (MCI) due to AD or mild AD dementia6-7

• Although the success threshold for the primary Bayesian analysis at 
12 months was not met, results from pre-specified 18-month 
frequentist analyses indicated that BAN2401 treatment produced 
consistent and clinically meaningful reduction in clinical decline and 
brain amyloid burden in patients with early AD at the highest dose 
(10 mg/kg biweekly)

• These reductions were accompanied by effects on CSF biomarkers 
of neurodegeneration

• Based on the results from the phase 2 study, a phase 3 study 
(BAN2401-G000-301 [CLARITY AD], NCT03887455) was designed to 
confirm the efficacy and safety of BAN2401 in patients with early AD

• The primary efficacy endpoint in the core study is change in CDR-
SB from baseline at 18 months 

• Key secondary endpoints include change from baseline at 18 
months in amyloid PET standardized uptake value ratio (in 
patients participating in the sub-study), ADCOMS, and ADAS-
Cog14

• Safety will be monitored throughout the study by the sponsor and 
by an independent data safety monitoring committee
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Figure 2. CLARITY AD Study Design

• CLARITY AD is an 18-month treatment (core study), multicenter, 
double-blind, placebo-controlled, parallel-group study with open-
label extension in patients with early AD conducted in North 
America, Europe, Asia, and Australia (Figure 2)  

• Eligibility criteria include age 50 to 90 years old, MCI due to AD with 
intermediate likelihood or mild AD dementia with amyloid pathology 
confirmed by amyloid positron emission tomography (PET) or CSF 
assessment of t-tau/Aβ(1-42) ratio

• Patients are required to have objective impairment in episodic 
memory as indicated by at least 1 standard deviation below age-
adjusted mean in the Wechsler Memory Scale IV-Logical Memory 
(subscale) II (WMS-IV LMII)

• A total of 1566 patients will be randomized in the core study across 
2 treatment groups (placebo and BAN2401 10 mg/kg, biweekly) 
according to a fixed 1:1 (placebo:BAN2401) schedule

• Randomization will be stratified according to clinical subgroup (MCI 
due to AD or mild AD dementia); presence or absence of ongoing 
approved AD treatment (eg, acetylcholinesterase inhibitors, 
memantine, or both); ApoE4 status (ie, carriers or non-carriers); and 
geographical region

• Treatment in the core study will be for 18 months

• During the core study, patients will have the option to participate in 
one or more of the three optional sub-studies that evaluate 
longitudinal changes in brain amyloid burden (Amyloid PET), brain 
tau pathology (tau PET), and CSF biomarkers of neurodegeneration

• At the end of the core study, patients who qualify may participate in 
the open-label extension phase for up to 2 years

Diagnosis:

MCI due to AD - intermediate likelihood:

• Meet the NIA-AA core clinical criteria for MCI due to AD-
intermediate likelihood.

• Global CDR score of 0.5 and CDR Memory Box score of ≥0.5 at 
screening and baseline

Mild AD dementia:

• Meet the NIA-AA core clinical criteria for probable 
Alzheimer's disease dementia

• Global CDR score of 0.5 - 1.0 and a CDR Memory Box score of 
≥0.5 at screening and baseline

Key Inclusion Criteria that must be met by all participants:

• Objective impairment in episodic memory ( ≥ 1 standard 
deviation below age-adjusted mean in WMS-IV LMII)

• Positive biomarker of amyloid burden 

• Male or female participants 50-90 years of age

• MMSE score ≥22 at screening and baseline and ≤30 at 
screening and baseline

• Body mass index greater than 17 and <35 at Screening

• Stable dose of concomitant AD treatment for ≥12 weeks prior 
to baseline

• Treatment-naive patients are eligible

Key Inclusion Criteria (Core Study)

• Any neurological condition that may be contributing to 
cognitive impairment above and beyond that caused by the 
participant’s AD

• History of transient ischemic attacks (TIA), stroke, or seizures 
within 12 months of screening

• Any psychiatric diagnosis or symptoms or other medical 
conditions that could interfere with study procedures

• Geriatric Depression Scale (GDS) score ≥ 8 at screening

• Contraindications to magnetic resonance imaging (MRI) 
scanning

• Evidence of other clinically significant lesions on brain MRI at 
screening that could indicate a dementia diagnosis other than 
AD

• Participants who have any known prior exposure to BAN2401

Key Exclusion Criteria (Core Study)

Key Eligibility Criteria (Open-Label Extension Study)

• Inclusion Criteria: Participants who have completed Visit 42 
(Week 79) of the Core Study

• Exclusion Criteria: Participants who discontinued early from 
the  Core Study treatment due to amyloid-related imaging 
abnormality edema/effusion (ARIA-E), amyloid-related 
imaging abnormality hemorrhage (ARIA-H), or adverse events 
(AEs) related to infusion reactions

Study Endpoints

Open-Label Extension Study

• The open-label extension phase will evaluate the long-term safety 
and tolerability of BAN2401 10 mg/kg biweekly in patients with 
early AD

• Key outcome assessments for the open-label extension phase will 
be treatment-emergent adverse events and  change from core 
study baseline in CDR-SB

• The long-term effects of BAN2401 (as measured on clinical 
outcome measures and biomarkers) at the end of the core study 
is maintained over time in the extension phase will also be 
assessed
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