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Sponsor 

Novartis 

Generic Drug Name 

Vildagliptin 

Therapeutic Area of Trial 

Type 2 diabetes 

Approved Indication 

Type 2 diabetes 

Study Number 
CLAF237A2398 

Title A Multi-center, Randomized, Double-Blind, Active Controlled Study to Compare the 

Effect of 24 Weeks Treatment with Vildagliptin 100 mg qd or Metformin 1500 mg daily in 

Elderly Drug Naïve Patients with Type 2 Diabetes  

Phase of Development 
Phase IIIb  

Study Start/End Dates   
14-Sep-2006 to 29-May-2008 

Study Design/Methodology 

This was a 24-week, multicenter, randomized, double-blind, active-controlled, parallel-group 

study. Elderly (aged from 65 years to the upper age limit recommended by local prescribing in-

formation for metformin) drug-naïve patients with type 2 diabetes (HbA1c 7-9%) were included 

in the trial. Following a 2-week screening period, eligible patients were randomized in a ratio of 

1 : 1 to receive vildagliptin 100 mg daily (given as a once-daily dose) or metformin titrated to 

1500 mg daily (given as divided doses, 1000 mg in the morning and 500 mg in the evening) for 

24 weeks of active treatment. Dose adjustments of study medication were not allowed; patients 

who were unable to tolerate 1500 mg daily metformin were to be discontinued from the study.  
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Centers 

A total of 141 centers in 14 countries screened at least 1 patient (number of centers in brackets): 

Austria (10), Canada (4), Estonia (6), Germany (17), Hungary (3), Italy (7), Republic of Korea (9), 

Latvia (5), Norway (9), Russia (10), Spain (20),Taiwan (10), USA (28) and Venezuela (3). A total 

of 113 centers in 14 countries randomized at least 1 patient (number of centers in brackets): Austria 

(6), Canada (3), Estonia (5), Germany (14), Hungary (3), Italy (6), Republic of Korea (8), Latvia 

(3), Norway (9), Russia (9), Spain (16), Taiwan (9), USA (19) and Venezuela (3).  

Outcome Measures 

Primary objective: 
1. To demonstrate the efficacy of vildagliptin in elderly drug naïve patients with type 2 diabetes by testing the
hypothesis that the hemoglobin A1c (HbA1c) reduction with vildagliptin 100 mg qd is not inferior to that with 
metformin 1500 mg daily after 24 weeks of treatment. 

Secondary objectives: 

1. To evaluate the general safety and tolerability of vildagliptin 100 mg qd in elderly drug naïve patients with
type 2 diabetes after 24 weeks of treatment. 

2. To demonstrate that vildagliptin 100 mg qd has a better gastrointestinal tolerability to metformin in elderly
drug naïve patients with type 2 diabetes after 24 weeks of treatment. 

3. To evaluate the responder rates with vildagliptin 100 mg qd in elderly drug naïve patients with type 2
diabetes after 24 weeks of treatment. 

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

Patients were assigned to doubleblind treatment of either vildagliptin 100 mg qd or metformin 1500 mg daily, 
in a ratio of 1:1 using a double-dummy technique.  

Vildagliptin 100 mg or matching placebo was taken before the morning meal. Metformin 500mg tablets or 
matching placebo were taken and uptitrated as follows: at week 1, one tablet before the morning meal; at 
week 2, one tablet before the morning meal and one tablet before the evening meal; at weeks 3 to 24, two 
tablets before the morning meal and one tablet before the evening meal. 

Statistical Methods 

The primary efficacy variable was the change from baseline in HbA1c at Week 24 or at the final visit with 
HbA1c measurement for those patients who did not have a Week 24 HbA1c measurement (the last 
observation carried forward (LOCF) approach). The test for the non-inferiority of vildagliptin to metformin was 
primarily based on the following null hypothesis and one-sided alternative hypothesis: 

Ho: δvilda ≥ δmet + 0.4% versus Ha: δvilda < δmet + 0.4% where δvilda and δmet are the mean change from baseline 
for vildagliptin and metformin, respectively. 
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An analysis of covariance (ANCOVA) model was fitted including terms for treatment and pooled center 
as the classification variable and baseline HbA1c as the covariate. The least squares mean (adjusted mean) 
change from baseline for each treatment group, the difference in the least squares mean changes between 
the two treatment groups (vildagliptin – metformin), and the two-sided 95% confidence interval for the 
difference were obtained from the primary analysis model. The null hypothesis was to be rejected and non-
inferiority established if the upper limit of the confidence interval does not exceed 0.4%. Furthermore, if the 
upper limit does not exceed 0.3% the non-inferiority of vildagliptin to metformin was also to be established at 
a 0.3% margin. The analysis of the primary efficacy variable using the ITT population was the primary basis 
of conclusion. The analysis based on the PP population was also performed to assess the robustness of the 
conclusion. 

The analysis of the secondary and exploratory efficacy variables used the same ANCOVA model as 
specified for the primary efficacy variable. Analyses were done in the ITT population. 

Study Population: Inclusion/Exclusion Criteria and Demographics 

Inclusion criteria 
1. Age in the range of 65 years to the upper age limit recommended by local prescribing information for
metformin. 

2. Drug naïve patients with T2DM. Drug naïve patients are defined as subjects who were never treated with
an oral antidiabetic agent or subjects who have not taken any oral antidiabetic agent for at least 12 weeks 
prior to study entry (Visit 1) and if they have received oral antidiabetic agents then never for > 3 months at 
any time in the past. 

3. Body mass index (BMI) in the range of 22-40 kg/m2 inclusive at visit 1.

4. HbA1c in the range of 7 to 9% inclusive at visit 1.

5. FPG < 270 mg/dL (15 mmol/L) at visit 1 (measurement may have been repeated once to confirm FPG
value). 

6. Agreement to maintain prior diet and exercise habits during the full course of the study.

7. Written informed consent to participate in the study.

8. Ability to comply with all study requirements.

Exclusion criteria 

1. A history of:
• type 1 diabetes, diabetes that is a result of pancreatic injury, or secondary forms of diabetes,

e.g. Cushing’s syndrome and acromegaly. 
• acute metabolic diabetic complications such as ketoacidosis or hyperosmolar state (coma) within

the past 6 months. 
2. Acute infections which may affect blood glucose control within 4 weeks prior to visit 1
and other concurrent medical condition that may interfere with the interpretation of efficacy and safety data 
during the study. 
3. Any of the following within the past 6 months:

• myocardial infarction (MI) (if the visit 1 ECG reveals patterns consistent with a MI and the date of
the event cannot be determined, then the patient could enter the study at the discretion of the 
investigator and the sponsor); 

• coronary artery bypass surgery or percutaneous coronary intervention;
• Unstable angina or stroke.

4. Congestive heart failure requiring pharmacologic treatment.
5. Any of the following ECG abnormalities:

• Torsades de pointes, sustained and clinically relevant ventricular tachycardia or
ventricular fibrillation 
• second degree AV block (Mobitz 1 and 2)
• third degree AV block
• prolonged QTc (> 500 ms)

6. Liver disease such as cirrhosis or chronic active hepatitis.
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7. Treatment with class Ia, Ib and Ic or III anti-arrhythmics.
8. Any of the following significant laboratory abnormalities:

• ALT, AST > 2 times the upper limit of normal (ULN) at visit 1, confirmed by a repeat measure within
3 working days. 
• Total bilirubin > 2 times ULN and direct bilirubin > ULN at visit 1, confirmed by a
repeat measure within 3 working days 
• A positive Hepatitis B test (surface antigen, HBsAg).
• A positive Hepatitis C test (HCV antibodies).
• Clinically significant renal dysfunction as indicated by serum creatinine levels ≥ 1.5 mg/dL (132
μmol/L) males, ≥ 1.4 mg/dL (123 μmol/L) females, or a history of abnormal creatinine clearance. 
• Clinically significant TSH values outside of normal range at visit 1.
• Clinically significant laboratory abnormalities, confirmed by repeat measurement,
other than hyperglycemia, hyperinsulinemia, and glycosuria at visit 1. 
• Fasting triglycerides > 700 mg/dL (7.9 mmol/L) at visit 1.

Other protocol defined inclusion/exclusion criteria applied 
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Participant Flow 

Baseline Characteristics 
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Outcome measures results 

Primary Outcome measure 

Change in baseline hemoglobin A1c (HbA1c) after 24 weeks 

Secondary Outcome Measure 
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Gastrointestinal tolerability after 24 weeks of treatment 
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Safety 

Other Relevant Findings 

No other important or notable findings were reported in this study. 

Date of Clinical Trial Report 

02 FEB 2009 
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Date of inclusion on Novartis Clinical Trial Results Database 

13 MAY 2009 

Date of Latest Update 

25 JUN 2012 




