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BACKGROUND

Amyloid-Targeting_Therapies: Lecanemab
e Amyloid Targeting therapies (ALT) are the first approved disease-
modifying therapies for Alzheimer’s disease (1). Lecanemab, one of the
first approved ALTs, is a humanized IgG1 monoclonal antibody that
targets aggregated amyloid beta soluble protofibrils.

Centiloid Value
e Centiloids are a means of measuring amyloid plaque deposits in the
brain through a PET scan that can be used to correlate with clinical
benefit.
e These values are used to diagnose and stage Alzheimer’s disease.
(Negative < 20 centiloids and positive >25) (2).

18 Month Centiloid Change

e The CLARITY-AD trial was a phase lll, randomized, double-blind,
placebo- controlled, parallel-group trial in patients with early AD that
measured PET-amyloid burden via centiloid value in patients who
completed 18 months of Lecanemab therapy (2)

e The results of this trial demonstrated that amyloid burden on PET
showed a baseline of 77.92 for the lecanemab group and 75.03 for the
placebo group. The mean change for the lecanemab group was -55.48
at 18 months and +3.64 in the placebo group.

e The lecanemab study 201 core was a phase Il, multicenter,
randomized, placebo-controlled trial followed by an open-label
extension (OLE) of lecanemab measured a baseline of 77.9 and 23.0 at
18 months (4).

Real World Data
e The data presented for this group represent early published centiloid
values for real world lecanemab use at baseline and 18 months.

METHODS

Patient Selection

e /3 patients aged 60-90 who received lecanemab and had a baseline and
18 month centiloid PET scan.

o Patients were selected according to the appropriate use
recommendations published by Cummings et al (1).

e All participants had a baseline MRI, neuropsychological testing, and
biomarker confirmation of amyloid pathology (amyloid positron emission
tomography or cerebrospinal fluid amyloid).

e Nearly every patient completed comprehensive neuropsychological
evaluations at the Baylor AT&T Memory Center.

Treatment and Imaging
e Treatment with lecanemab was initiated at an outpatient infusion center
at a dose of 10 mg per kg, scheduled every two weeks for 18 months,
and then every four weeks thereatfter.
 Amyloid PET scans obtained at baseline and 18 months.

Data Collection
e A retrospective chart review of 73 patients who completed 18 months of
lecanemab according to appropriate use recommendations at a specialty
memory center clinic.
o Patient baseline prior hypertension status and APOE genotype were
Inspected as well.

Characteristics and Centiloid Data

Characteristics Complete Incomplete Total Group
Average Age 76.5 /4 753 (range 60-
90)
Males 11 (40.7%) 15 (34.9%) 26 (37.1%)
Females 16 (59.3%) 28 (65.1%) 44 (62.3%)

Hypertension at
Baseline

15 (55.6%)

22 (51.2%)

37 (59.3%)

APO&g4 Genotype

€4 Homozygote

2 (7.4%)

10 (23.3%)

12 (17.1%)

€4 Heterozygote

18 (66.7%)

21 (48.8%)

39 (55.7%)

€4 Noncarrier 7 (25.9%) 12 (27.9%) 19 (27.1%)
ea Non- 25 (92.6%) 33 (76.7%) 58 (82.9%)
Homozygote ' ' '
Centiloid Data Complete Incomplete Total Group
Avg. Baseline 98.3 124.5 114.5
Avg. 18 Month -2.7 43.1 25.4
Avg. Change -100.9 -83.3 -90

Statistical Comparison: Complete vs Incomplete Clearance

Variable Test Used p Value
Hypertension Chi-square (2x2) 0.911
Baseline PET Centiloid Welch two-sample t- 0.014
test
Welch two- le t-
18 Month PET Centiloid |, .~ 0 >amPie <0.0001
test
Welch two- le t-
Change in PET Centiloid ST TWOTSampre 0.091
test
APQOg4 genotype Chi-square (3x2) 1.00
Gender (M/F) Chi-square (2x2) 0.811

RESULTS

Centiloid Clearance

o As of the time of submission, 73 patients have completed an 18 month
follow up PET scan to check for amyloid clearance. Three patients
were excluded due to baseline amyloid value falling below 10
centiloids (4).

e Pre-lecanemab centiloid data was available for 58 patients, with the
remaining 12 patients having been classified as either positive by PET
scan or CSF results.

e For these 58 patients, the average baseline and 18 month centiloid
scores were 114.5 and 23.9, respectively, with an average net change
of -90.0. The average centiloid score for all 70 patients at 18 month
follow up was -25.4.

Differences in Complete vs Incomplete Amyloid Clearance
e PET centiloid value after 18 months of lecanemab therapy is
statistically higher in the incomplete clearance group (p<0.05)]
e The change in centiloid value between baseline and 18 months is
higher in the Complete Group (p = 0.027).

CONCLUSIONS

In this real-world cohort, lecanemab treatment was associated with
substantial reductions in cerebral amyloid burden over 18 months. The
results were consistent with reductions reported in phase lll clinical trials
and supporting the effectiveness of lecanemab in routine clinical practice.

Both groups demonstrated meaningful amyloid reduction. Although the
complete-clearance group achieved significantly lower centiloid values at
18 months and at baseline, the magnitude of centiloid change between
baseline and 18 months did not differ significantly between groups.
Demographic variables did not differ significantly, suggesting that
differences in amyloid reduction likely reflect biological or disease-related
factors not assessed in this analysis.

While patients may differ in their residual amyloid burden after treatment,
the overall degree of amyloid reduction achieved with lecanemab is
comparable across groups. Continued real-world data will further clarify
predictors of complete amyloid clearance and support individualized
Alzheimer’s treatment strategies.
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