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Sponsor 

Novartis 

Generic Drug Name  

Vildagliptin 

Trial Indication(s) 

Type 2 diabetes 

Protocol Number 

CLAF237A2338   

Protocol Title 

A Multicenter, Double-Blind, Randomized, Active Controlled Study to Compare the Effect of 52 Weeks Treatment with LAF237 50 mg 

bid to Gliclazide up to 320 mg Daily as Add-On Therapy in Patients with Type 2 Diabetes Inadequately Controlled with Metformin 

Monotherapy. 

Clinical Trial Phase 

Phase III 

Study Start/End Dates  

24-Jan-2005 to 19-Jan-2009 
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Reason for Termination (If applicable) 

Not Applicable 

Study Design/Methodology 

This was a multicenter, randomized, double-blind, active controlled study. Patients with type 2 diabetes inadequately controlled on 

metformin monotherapy (HbA 1c 7.5%-11%) were included in the trial. Eligible patients were randomized to vildagliptin 50 mg bid or 

gliclazide up to 320 mg daily in a ratio of 1:1 in addition to their continued metformin treatment. Each patient attended one screening 

visit (Week -4) where the inclusion/exclusion criteria were assessed. Eligible patients were then randomized at visit 2 (Baseline; Day  

1) and complete 9 additional visits and one phone call over a period of 52 weeks of treatment with vildagliptin or gliclazide added to 

metformin.   

Centers 

220 centers in 22 countries: Argentina (10), Australia (4), Brazil 3), Canada (6), Chile (2), Colombia (7), Czech Republic (6), 

Denmark (4), France (9), Germany (46), Guatemala (8), Hungary (4), India (7), Italy (25), Peru (2), Romania (10), Russia (4), 

Slovakia (10), Spain (31), Switzerland (9), Turkey (5) and United Kingdom (8).   

Objectives: 

Primary objective: 

To confirm the efficacy of add-on therapy with vildagliptin in patients with type 2 diabetes inadequately controlled with prior metformin 

monotherapy by testing the hypothesis that the HbA 1c reduction with vildagliptin is not inferior to that with gliclazide after 52 weeks 

of treatment.   

Test Product (s), Dose(s), and Mode(s) of Administration 

In addition to their continued metformin treatment, patients were treated with either Vildagliptin 50 mg bid or gliclazide up to 320 mg 

daily in a ratio of 1:1. Gliclazide was titrated from initially 80 mg to a maximum daily dose of 320 mg based on fasting fingerstick 

capillary glucose measurements. 
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Statistical Methods 

The primary efficacy variable was change from baseline in HbA 1c at Week 52 or at the final visit. The primary hypothesis tested was 

the non-inferiority of vildagliptin 50 mg bid to gliclazide up to 320 mg, both combined with metformin, for the effect of reducing HbA 

1c, based on a 0.4% non-inferiority margin. Change from baseline in primary and secondary endpoints was analyzed using analysis 

of covariance (ANCOVA) with treatment and pooled center as classification variables and baseline value as a covariate. The null 

hypothesis was to be rejected and non-inferiority established if the upper limit of the 95% CI for the treatment difference did not 

exceed 0.4%.  Once non-inferiority was demonstrated, superiority was to be tested using the same confidence interval from which 

non-inferiority was concluded. The primary population was the per protocol population, robustness of the results was assessed in the 

ITT population.  The percentage of patients meeting each of the pre-defined responder criteria (categorical changes in HbA) was 

summarized in both the ITT and Per Protocol populations. For the critical secondary endpoint mean change from baseline in FPG, 

superiority of vildagliptin 50 mg bid to gliclazide up to 320 mg, both combined with metformin, was tested for the ITT population using 

the same ANCOVA model as specified for the primary efficacy variable. The null hypothesis was to be rejected and non-inferiority 

established if the upper limit of the confidence interval for the treatment difference obtained from the above ANCOVA model does not 

exceed 0.6 mmol/l. Demographic and background data as well as safety data were summarized by treatment group.   

Study Population: Key Inclusion/Exclusion Criteria 

Key Inclusion criteria: 

1. On a stable dose of metformin as defined by the protocol. 

2. Blood glucose criteria must be met. 

3. Body mass index (BMI) in the range 22-45 kg/m2. 

Key Exclusion Criteria: 

1. Pregnancy or lactation. 

2. Type 1 diabetes. 

3. Evidence of significant diabetic complications. 

4. Evidence of serious cardiovascular complications. 
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5. Laboratory value abnormalities as defined by the protocol. 

Participant Flow Table 

Patient disposition (Randomized population) 

                                                    
*Due to GCP issues found at center 144, patients from that center were removed from all analysis populations.  
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Baseline Characteristics 

Patient baseline demographic characteristics (Randomized population) 
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*Demography information is collected on the day of the screening measurement (Week -4, Visit 1). 
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  Patient baseline background characteristics (Randomized population) 
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*Duration of type 2 diabetes is collected on the day of the screening measurement (Week -4, Visit 1).  
GAD Antibodies: Negative (< 1000 U/L), Positive (≥ 1000 U/L)  
For baseline HbA 1c  measurements, only patients with at least one measurement on or prior to Day 1 are included.  

Baseline HbA 1c  and baseline FPG are the sample obtained on day 1 or the sample obtained on an earlier visit  
(scheduled or unscheduled) which was closest to Day 1, if the Day 1 measurement is missing.  
GFR (MDRD)= GFR estimated using the MDRD formula. GFR (CG)= GFR estimated using the CG formula. GFR  

is  calculated using the serum creatinine and body weight value at the Day 1 measurement, or the sample  
obtained at an earlier visit (scheduled or unscheduled) which was closest to Day 1, if the Day 1 measurement is  
missing. 
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Summary of Efficacy 

Primary Outcome Result(s) 

ANCOVA results for change in HbA 1c (%) from baseline to endpoint (Per protocol population and ITT population)  

                                                                                      
Baseline is measurement obtained on Day 1, or on sample obtained on an earlier visit (scheduled or unscheduled) which was closest to Day 1, if 

Day 1 measurement is missing. Endpoint is the final available post-randomization assessment up to the last regular scheduled visit. In the case of 
a missing scheduled visit sample, the closest unscheduled visit within 7 days of scheduled visit is used. n is the number of patients with 
observations at both baseline and endpoint. Adjusted means and the associated standard errors (SE), confidence intervals (CI) , and p values 

were from an ANCOVA model containing terms for treatment, baseline and pooled centers.* Indicates non-inferiority to comparator at the one-
sided 2.5% alpha level. Non-inferiority margin is 0.4%. 
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  Number (%) of patients who responded at endpoint (Per protocol population and ITT Population) 
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Baseline is measurement obtained on Day 1, or on sample obtained on an earlier visit (scheduled or unscheduled) which was closest to Day 1, if 
Day 1 measurement is missing. Endpoint is the final available post-randomization assessment up to the last regular scheduled visit. In the case of 
a missing scheduled visitsample, the closest unscheduled visit within 7 days of scheduled visit is used.* Chi-square test for vildagliptin vs. 

comparator treatment group. 
1
Number of patients with both baseline and endpoint HbA 1c measurements, which is used as denominatorunless specified otherwise.  

2
Denominator includes only patients with baseline HbA 1c ≥ 7% (> 6.5%) and endpoint HbA 1c measurement. 

3
Denominator includes only patients with 7% < baseline HbA 1c ≤ 8% and endpoint HbA 1c  measurement. 

$
 Denominator includes only patients with baseline HbA 1c >9% and endpoint HbA 1c measurement. 

 

Coefficient of failure in HbA 1c from Week 24 to Week 52 (Per protocol population) 

 
CF = Coefficient of Failure. SE = Standard error.  

n is the number of patients who have at least 3 HbA 1c  measurements obtained at scheduled visits between Week  
24 and Week 52, inclusive.  
* Indicates statistical significance at 5% level. 
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Mean changes from baseline in HbA 1c (%) at endpoint: subgroup analyses (ITT population) 

 
*Baseline is measurement obtained on Day 1, or on sample obtained on an earlier visit (scheduled or  
unscheduled) which was closest to Day 1, if Day 1 measurement is missing. Endpoint is the final available post - 

randomization assessment up to the last regular scheduled visit. In the case of a missing scheduled visit  
sample, the closest unscheduled visit within 7 days of scheduled visit is used.  
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Summary of Safety 

Safety Results 

Number (%) of patients with AEs by primary system organ class (Safety population)   
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*Primary system organ classes are presented alphabetically.   

A patient with multiple occurrences of an AE under one treatment is counted only once in the AE category.  A  
patient with multiple adverse events within a primary system organ class is counted only once in the total  
row. 
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Number (%) of patients reporting common AEs (greater than or equal to 1% in any group) by preferred term (Safety population) 
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*Preferred terms are sorted by descending order of incidence in the Vildaglipt in 50 mg bid+ Met group. A patient with multiple occurrences of an 

AE under one treatment is counted only once in the AE category.  
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Serious Adverse Events by System Organ Class 

 
Number (%) of patients with serious or clinically significant AEs (Safety population)  

 
*A patient with multiple occurrences of an AE under one treatment is counted only once in the AE category  
for that treatment. 
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Number (%) of patients with SAEs by preferred term (Safety population) 
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*Preferred terms are sorted by descending order of incidence in the Vildagliptin 50 mg bid+ Met  

A patient with multiple occurrences of an SAE under one treatment is counted only once in the SAE  
category. 
 

Other Relevant Findings 

None 

Date of Clinical Trial Report 

31-Aug-2009   

 

 
 


