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Sponsor 

Novartis 

Generic drug name 

AQW051 

Trial indication(s) 

Mild Alzheimer’s disease (AD) or Mild Cognitive Impairment (amnestic MCI) 

Protocol number 

CAQW051A2104 

Protocol title 

A 4-week, parallel-group, randomized, double-blind, placebo-controlled, adaptive proof of concept study of AQW051 at up to three 
dose levels for the treatment of patients with findings consistent with mild Alzheimer's disease (AD) or Mild Cognitive Impairment 
(amnestic MCI) 

Phase of Drug Development 

Phase IIa 

Study Start/End Dates  

19 Dec 2007 to 25 Feb 2009 
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Reason for Termination (If applicable) 

The study was terminated because as the study results after completion of stage 1 did not meet all efficacy objectives 

Study Design/Methodology 

The study was a 4-week, parallel-group, randomized, double-blind, placebo-controlled, adaptive proof of concept study of AQW051 
at up to three dose levels for the treatment of patients with findings consistent with mild AD or amnestic MCI. The study was to be 
conducted in two stages. 

Centers 
The study was conducted at 15 centres in 3 countries: UK (6); Canada (6); and South Africa (3) 

Objectives:  

Primary objective(s) 

To assess AQW051 as a cognitive enhancer, as measured by selected tests [Paired Associates Learning (PAL), Spatial Working 
Memory (SWM), Rapid Visual Information Processing (RVP)] from the Cambridge Neuropsychological Test Automated Battery 
(CANTAB) computerized cognitive test battery, in patients with findings consistent with mild AD or amnestic MCI 

Key secondary objective(s) 

 To explore effects of AQW051 on other cognitive functions not assessed by the primary measures (CANTAB tests Pattern
Recognition Memory (PRM), Choice Reaction Time (CRT), Graded Naming Test-Revised (GNT)

 To explore the safety and tolerability of AQW051 in patients with findings consistent with mild AD or amnestic MCI

Test Product (s), Dose(s), and Mode(s) of Administration 
The investigational drug AQW51 was provided as either 0.5 mg, 5 mg, or 25 mg capsules. In stage I only 5 mg capsules were used.  
All groups received 15 mg of AQW051 daily for 4 weeks.  
On Day 1, 8, 15, 22 and 28 study drug was administered by the study personnel and was taken orally with 240 ml of water after light 
breakfast. On all other study treatment days, patients self-administered the study medication in the morning after light breakfast.  

Statistical Methods  
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The different CANTAB readouts were analyzed separately by rank analyses of covariance, including “treatment” and “stratum” (MCI, 
AD) as fixed effects and the corresponding baseline value as covariate. The comparison of interest was the contrast between active 
treatment and placebo; tests were performed to the one-sided 10% level without multiplicity-adjustment. Point and interval estimates 
were produced by the baseline-adjusted stratified Hodges-Lehmann method. In addition, sensitivity analyses were performed using 
standard analyses of covariance, to complement the aforementioned nonparametric methods. The items “errors at the 6 pattern 
stage” and “total trials adjusted” of the PAL task at day 28 played a key role at the interim analysis. At the end of stage 1, the 
conditional power of the study to reach an overall significant result in both these key endpoints at the final analysis was estimated by 
bootstrap methods. The different scores from the ADAS-Cog, QoL-AD, the DAD and the MMSE were analyzed using standard 
analyses of covariance. Safety and tolerability variables measures were analyzed by means of descriptive statistics. 

Study Population: 

Inclusion Criteria: 
 Willing and able to give written informed consent
 Meet the diagnostic criteria for either amnestic MCI or mild AD.
 Structural brain scan within the last 6 months prior to randomization that indicates no other underlying disease, in particular

no evidence for vascular pathology except for normal age-related white matter/incidental white matter changes which is
normal for this age group.

 Daily contact with a primary caregiver/partner

Exclusion Criteria: 
 Immune therapy targeting Alzheimer beta amyloid within the last 12 months
 Institutionalized
 Disability that may prevent completion of all study requirements (e.g., blindness, deafness, or communication difficulty)
 Reported use of tobacco products in the previous 3 months or have a urine cotinine level greater than 500 ng/ml
 Past medical history of clinically significant electrocardiogram (ECG) abnormalities or a family history (grandparents, parents,

and siblings) of prolonged QT-interval syndrome
 History or current diagnosis of conditions specified in the protocol.

Other protocol-defined inclusion/exclusion criteria may apply. 

Participant Flow Table 
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Patient disposition - n (%) of patients 

Baseline Characteristics  

Summary of Efficacy 
Primary Outcome Result(s)  
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Summary of Statistical analyses of CANTAB statistically significant endpoints for all patients and MCI patients only 
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Key Secondary Outcome Result(s)  

Statistical analysis of CANTAB - GNT 
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 Statistical analysis of CANTAB - PRM 
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 Statistical analysis of CANTAB - CRT 
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Summary of Safety 
Safety Results 
Adverse Events by System Organ Class 
Adverse events overall and frequently affected system organ classes -n (%) of subjects (all patients in any group) Safety 
analysis set 

Under one treatment,  
A subject with multiple occurrences of an adverse event is counted only once in the AE category.  
N = number of subject studied; n = number of subjects with at least 1 AE in the category  
Only adverse events occurring at or after first drug intake are included  
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Adverse events overall and most frequent events - n (%) of subjects (all patients in any group) Safety analysis set  

Under one treatment,  
A subject with multiple occurrences of an adverse event is counted only once in the AE category.  
N = number of subject studied; n = number of subjects with at least 1 AE in the category  
Only adverse events occurring at or after first drug intake are included  
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Adverse events related to study drug and most frequent events - n (%) of subjects (all patients in any group) Safety analysis 

set 

Under one treatment,  
A subject with multiple occurrences of an adverse event is counted only once in the AE category.  
N = number of subject studied; n = number of subjects with at least 1 AE in the category  
Only adverse events occurring at or after first drug intake are included  
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Serious Adverse Events and Deaths 

No patients died during the study. No patients experienced SAEs or were discontinued from the study due to AE.  

Other Relevant Findings 

None  

Date of Clinical Trial Report 

29-Oct-2009 


