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Screening and disclosure process

In order to protect participants (e.g. from undue invasive procedures, to prevent disclosure of genotype 
for participants deemed not eligible for the study) and to optimize operational efficiency at the site, 
screening assessments were staggered, organized across 7 visits that could be re-arranged and split 
into two screening parts:

1. Screening part I: This included the less invasive assessments i.e. participants were assessed for
APOE genotype. Participants who confirmed as psychologically ready received disclosure of their
risk estimate to develop clinical symptoms of AD based on their age and genotype. A single
disclosure follow-up was scheduled 2-7 days after the genetic disclosure (GD). Only APOE4
carriers continued to Screening part II.

2. Screening part II: This included safety assessments, various cognitive and neuropsychological
scales, brain MRI scan, blood biomarkers, amyloid PET scan and/or lumbar puncture (either one
was mandatory at screening to determine brain amyloid levels), and disclosure of amyloid status
(optional in HMs), with follow-up 2-7 days later. The optional assessments included tau positron
emission tomography (PET), cerebrospinal fluid (CSF)-based biomarkers, blood-based biomarkers
(serum plasma, blood for pharmacogenomics (ribonucleic acid (RNA) and pharmacogenetics
(deoxyribonucleic acid (DNA)).

Treatment epoch

The randomization was stratified based on age, region, genotype, and method used to determine 
amyloid status.

Number of participants (planned and analyzed): 2000 participants were planned to be enrolled in the 
study. Overall 8970 participants entered screening, of whom 1172 participants completed the screening 
phase. A total of 1145 participants entered the treatment epoch by the time study was terminated: 689 
on CNP520 total (456 on CNP520 50 mg and 233 on CNP520 15 mg) and 456 on placebo. Results are 
presented for CNP520 total pooled group across the 2 doses in this report.

Diagnosis and main criteria for inclusion: 

Participants eligible for inclusion were male or female, aged 60 to 75 years inclusive, at the time of 
signing the informed consent. The inclusion criteria included: being APOE4 carriers (both HMs and HTs), 
with the additional requirement for HTs to have elevated brain amyloid levels as ascertained by amyloid 
PET imaging or lumbar puncture; being cognitively unimpaired; assessed as psychologically ready and 
willing to receive their individual results for APOE genotyping and amyloid status; having a study partner. 

Duration of treatment: In this study, participants were planned to be treated for at least 60 months (5 
years) up to a maximum of 96 months (8 years), and no longer than the time until the target number of 
events for the time-to-event (TTE) endpoint had been observed and confirmed in the respective cohort.
However, due to the early termination of the study this planned treatment duration was not achieved.

Test and reference therapies, dose and mode of administration, batch number: 

CNP520 hard gelatin capsules for oral administration (p.o.) were supplied to the Investigators at dose 
strengths of 15 mg and 50 mg. Matching placebo was supplied as hard gelatin capsules of similar size 
and appearance as CNP520. All test materials were supplied by Novartis. The batch numbers of the 
test drug/investigational product, active comparator and placebo are presented below:

Study drug and dose strength Batch number

CNP520 15 mg

CNP520 50 mg

Placebo
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

Conclusion: 

The study was terminated early due to unexpected, mild, early worsening in measures of cognitive 
function, increased brain volume loss, and greater mean body weight loss on CNP520 compared to 
placebo.

CNP520 treatment was stopped due to an early signal of potential harm to study participants, which 
could be studied through the off-treatment follow-up period to demonstrate reversibility of the findings.

The early study termination prevented achieving its pre-planned objectives, so potential efficacy of 
CNP520 to prevent progression to clinical symptoms of AD could not be assessed. The long-term effects 
of CNP520 remain unknown.
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