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Sponsor 

Novartis 

 Generic Drug Name 

Vildagliptin and metformin 

Trial Indication(s) 

Type 2 Diabetes 

Protocol Number 

CLMF237A2302  

Protocol Title 

A randomized, double-blind, active-controlled, multicenter study to compare the effect of 24 weeks treatment with a fixed 
combination therapy of vildagliptin and metformin to the individual monotherapy components in drug naïve patients with 
type 2 diabetes 

 
 Clinical Trial Phase 

Phase III  

Study Start/End Dates  

02 Aug 2006 to 03 Jun 2008    
 
Reason for Termination (If applicable) 

 

Not applicable. 
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Study Design/Methodology 

This was a multicenter, randomized, double-blind, active-controlled study. Drug naïve patients with Type 2 Diabetes 
Mellitus (HbA1c 7.5-11%) were randomized equally across the following treatment groups (maximum possible final doses 

in parentheses): monotherapy vildagliptin 50 mg qd (50 mg twice a day (bid)), monotherapy metformin 500 mg qd (1000 
mg bid), vildagliptin and low dose metformin fixed combination 50/500 mg every day (qd) (50/500 mg bid), and vildagliptin 

and high dose metformin fixed combination 50/500 mg qd (50/1000 mg bid). Study medication was increased to the next 
dose level until glycemic control was attained, based on a fasting fingerstick capillary glucose measurement, the 
maximum dose level was reached (vildagliptin 50 mg bid, monotherapy metformin 1000 mg bid, vildagliptin and low dose 

metformin fixed combination 50/500 mg bid, and vi ldagliptin and high dose metformin fixed combination 

50/1000 mg bid). 

Centers 

215 Centers in 13 countries: Canada (7), Hungary (4), Germany (28), Italy (13), Poland (4), India (6), United States (85), 

United Kingdom (16), Sweden (6), Brazil (8), Argentina (5), Spain (21) and Russia (12)  

Objectives: 

Primary objective(s) 

To demonstrate the efficacy of initial fixed combination treatment with vildagliptin and metformin in drug naïve patients 

with T2DM by testing the hypotheses that the HbA1c reduction with fixed combination of vildagliptin and (high or low 

dose) metformin is superior to that of both individual monotherapy components after 24 weeks of treatment. 

Secondary objective(s)   

 To demonstrate the dose-sparing properties of initial fixed combination treatment with vildagliptin and metformin in 
drug naïve patients with T2DM by demonstrating that the HbA1c reduction with lower final doses in the fixed 

combination of vildagliptin and metformin is comparable to (or better 

 but not statistically significant) that of both individual monotherapy components with an improved safety and 

tolerability profile. 
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 To demonstrate the efficacy of initial fixed combination treatment with vildagliptin and metformin by testing the 
hypotheses that the fasting plasma glucose (FPG) reduction with the fixed combination of vildagliptin and (high or 

low dose) metformin is superior to that of both individual monotherapy components. 
 

 To demonstrate the efficacy of initial fixed combination treatment with vildagliptin and metformin by testing the 

hypotheses that the responder rates with the fixed combination of vildagliptin and (high or low dose) metformin are 
superior to those of both individual monotherapy components. 

 

 To demonstrate the safety of initial fixed combination treatment with vildagliptin and metformin by demonstrating 
that fixed combination therapy with vildagliptin and (high or low dose) metformin has at least a comparable adverse 

event profile including GI tolerability to metformin alone. 
 

 To evaluate the body weight change from baseline of initial fixed combination treatment with vildagliptin and (high 
or low dose) metformin compared to both individual monotherapy components. 

 

 To evaluate the lipid profile of initial fixed combination treatment with vildagliptin and (high or low dose) metformin 
compared to both individual monotherapy components. 

 

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

Monotherapy vildagliptin 50 mg tablets taken orally once a day (maximum dose 50 mg twice a day), monotherapy 
metformin 500 mg tablets taken orally once a day (maximum dose 1000 mg twice a day), vildagliptin and low dose 
metformin fixed combination 50/500 mg tablets taken orally once a day (maximum dose 50/500 mg twice a day), and 

vildagliptin and high dose metformin fixed combination 50/500 mg tablets taken orally once a day (maximum dose 
50/1000mg twice a day). 

Statistical Methods  

The primary efficacy variable was change from baseline in Hemoglobin A1c (HbA1c) at Week 24 or at the final post-
baseline visit with an HbA1c measurement for those patients for whom the Week 24 HbA1c measurement was missing 

(last observation carried forward (LOCF)).  
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The primary analysis was the comparison of change from baseline in HbA1c in the fixed combinations (high dose (HD) 
and low dose (LD) of vildagliptin and metformin) versus each of the monotherapy components. The tests for simultaneous 
superiority of each fixed combination to the two monotherapy components was based on the following null hypotheses 

and two-sided alternative: hypotheses.  

High dose fixed combination hypotheses (H0HD):  

H01: δHD combination = δmetformin vs. H01a δHD combination ≠ δmetformin and H02: δHD combination = δvildagliptin 
vs. H02a δHD combination ≠ δvildagliptin Low dose fixed combination hypotheses (H0LD):  

H03: δLD combination = δmetformin vs. H03a δLD combination ≠ δmetformin and  

H04: δLD combination = δvildagliptin vs. H04a δLD combination ≠ δvildagliptin where δ is the change from baseline in 
HbA1c in the treatment group indicated by the subscript. The primary efficacy variable was analyzed using an analysis of 

covariance (ANCOVA) model with treatment pooled center as the classification variables and baseline HbA1c as the 
covariate. The proportions of responders based on pre-defined reductions in HbA1c in the high and low dose fixed 
combination arms were compared with each monotherapy component using a Chi -square test (or Fisher’s exact test, if 

Chi-square test was not valid). Secondary efficacy variables such as FPG, fasting lipids and body weights were analyzed 
using similar ANCOVA models as used for HbA1c.  

Safety data were evaluated descriptively. 

 
Study Population: Key Inclusion/Exclusion Criteria  

Key Inclusion Criteria  

• Drug naïve patients with Type 2 Diabetes Mellitus (T2DM)  

• Age in the range of 18-78 years inclusive  
• Male and non-fertile female or female of childbearing potential using a medically approved birth control method;  
• Diagnosis of T2DM for at least 4 weeks prior to study entry  

• Body mass index (BMI) in the range of 22-40 kg/m2 inclusive at visit 1  
• HbA1c in the range of 7.5 to 11% inclusive at visit 1; Fasting plasma glucose (FPG)  

<270 mg/dL (15 mmol/L) at visit 1 (measurement may be repeated once to confirm FPG value);  
• Agreement to maintain prior diet and exercise habits during the full course of the study.  
 

Key Exclusion Criteria  

• Pregnant or lactating female  
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• A history of type 1 diabetes, diabetes that was a result of pancreatic injury, or secondary forms of diabetes, e.g., 
Cushing’s syndrome and acromegaly  
• History of acute metabolic diabetic complications such as ketoacidosis or hyperosmolar state (coma) within the past 6 

months  
• Acute infections which might have affected blood glucose control within 4 weeks prior to Visit 1 and other concurrent 

medical condition that might have interfered with the interpretation of efficacy and safety data during the study 
• Any of the following within the past 6 months: myocardial infarction, coronary artery bypass surgery or percutaneous 
coronary intervention, unstable angina or stroke.  

• Congestive heart failure requiring pharmacological treatment  
• 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 msec)  
• Liver disease such as cirrhosis or chronic active hepatitis.  
• Treatment with class Ia, Ib and Ic or III anti-arrhythmics.  

• Any of the following significant laboratory abnormalities:  
ALT, AST greater than 2 times the upper limit of the normal range at visit 1, confirmed by a repeat measure within 3 

working days.  

 Total bilirubin greater than 2 times upper limit of the normal range and/or direct bilirubin greater than the upper 

limit of the normal range 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 umol/L) males, ≥ 1.4 mg/dL (123 umol/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. 
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Participant Flow Table 

(Randomized Population) 
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Baseline Characteristics  

(Randomized Population) 
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Summary of Efficacy 

Primary Outcome Result(s)  

Change from baseline in Hemoglobin A1C (HbA1c) (%) at Week 24 Endpoint (Last observation carried forward) 
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Secondary Outcome Result(s) 

Percentage of patients who responded at Week 24 Endpoint 
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Change in fasting plasma glucose (FPG) (mmol/L) from baseline at Week 24 Endpoint (Intent-to-treat Population) 
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Percent change in fasting lipid parameters from baseline to Week 24 Endpoint (Intent- to-treat Population) 
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Change in body weight (kg) from baseline to Week 24 Endpoint (Intent-to-treat Population) 
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Summary of Safety 

Safety Results 

 Adverse Events by System Organ Class (Safety Population) 
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Common Adverse Events ≥ 2 % in any group by Preferred Term (Safety Population) 
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Serious Adverse Events and Deaths (Safety Population) 
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Date of Clinical Trial Report 

17-Dec-2008 

 


