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Sponsor 
Novartis 

 Generic Drug Name 

Valsartan 
 
Trial Indication(s) 
Hypertension 
Protocol Number 
CVAL489ADE19 

 Protocol Title 

A 2 x 5-weeks open-label, multicenter, randomized cross-over study to compare the reduction of predialysis systolic blood 
pressure with valsartan (Diovan®) 80 mg compared to irbesartan 150 mg in patients with mild to moderate hypertension 
on long-term hemodialysis 

 Clinical Trial Phase 

Phase III  

Study Start/End Dates  
13-May-2004 to 16-Mar-06   

 Reason for Termination 
 
Not applicable. 
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 Study Design/Methodology 
This was a multicenter, open-label, randomized cross-over trial evaluating the efficacy and safety with valsartan 80 mg 
compared to irbesartan 150 mg in patients with mild to moderate hypertension on long-term hemodialysis.  
 
Centers 
15 enrolling centers in Germany and Hungary  

Objectives: 
Primary objective(s) 

To prove non-inferiority of valsartan 80 mg compared to irbesartan 150 mg on predialytic MSSBP after 4 weeks treatment. 
Non-inferiority is defined as difference between both regimens < 5 mmHg. 

Secondary objective(s)  
a) To compare changes in predialytic mean supine diastolic blood pressure (MSDBP) and pulse pressure;  
b) to compare occurrence of hypotension (SBP < 100 mmHg) with or without symptoms during dialysis; 
c) to assess safety and tolerability (adverse events and laboratory abnormalities);  
d) to compare changes in different ABPM parameters;  
e) to compare changes in quality of life;  
f) to compare changes in inflammation-, coagulation- and markers from RAS. 

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

Valsartan was supplied as 40 and 80 mg capsules in blisters. Ten valsartan 40 mg capsules were dispensed per patient 
for one week. One capsule was to be taken according to the directive of the physician, starting on the day after the visit. 
At visit 3 or 6 forty valsartan 80 mg capsules were dispensed for the following 4-week treatment. The patient was advised 
to take one capsule per day. 
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Statistical Methods  
The primary analysis was performed comparing treatments with respect to the primary efficacy parameter, the predialytic 
MSSBP in an analysis of variance (ANOVA) model with factors treatment, sequence, period and patient within sequence. 
Adjusted (=LS-) means were presented for the treatment contrast together with its confidence interval. Non-inferiority was 
claimed if the confidence interval for the treatment contrast did not exceed the noninferiority margin of 5 mmHg. P-values 
were computed for the shifted as well as for the non-shifted null hypothesis. In order to obtain a 5% significance level in a 
non-inferiority setting, two sided 90% confidence intervals were required. P-values were calculated as 5% one-sided.  
 
Secondary Efficacy Parameters: Secondary blood- and pulse pressure measurements were analysed analogously to the 
primary parameter. Occurrence of symptomatic hypotensive episodes, quality of life as well as lab parameters was 
presented descriptively. The interpretation of the results was explorative.   
 
Study Population: Key Inclusion/Exclusion Criteria  
Inclusion Criteria: 

 Patients with mild and moderate hypertension defined by a MSSBP ≥ 140 mmHG and < 180 mmHG at Visits 1 and 
2 for treated and untreated patients 

 Chronic hemodialysis for at least 6 months prior to Visit 1 as substitution therapy. 
 If treated with epoetin: patients with a stable hematocrit ≤ 40% (± 5%). 

 
Exclusion Criteria: 

 Inability to discontinue angiotensin II receptor blockers (ARBs) safely for a period of 1 week, as required by the 
protocol. 

 Treatment with more than 3 different compounds for the treatment of hypertension at Visit 1. 
 Atrial fibrillation 
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Participant Flow Table 

 

 
  



  
 
Clinical Trial Results Website 
 
 

Page 5 
 

Baseline Characteristics  
Demographic characteristics (Safety and ITT population) 
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Summary of Efficacy 
Primary Outcome Result(s)  
Mean supine predialytic systolic blood pressure (ITT-population) 
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Secondary Outcome Result(s)    
Mean supine predialytic diastolic blood pressure (ITT-population) 
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Quality of Life SF-36 (ITT population) 
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Mean (ambulatory) systolic blood pressure (ITT population) 

 
Mean (ambulatory) diastolic blood pressure (ITT population) 

 
Mean pulse pressure (ITT population) 
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Summary of Safety 
Safety Results 

Number (%) of patients who died, had other serious or significant AEs
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Number (%) of patients with most frequent AEs by preferred term (3% or more for any group) 
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Other Relevant Findings 
Treatment emergent hypotension during dialysis (Safety population) 
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Treatment emergent hypotension after (within 2 min.) end of dialysis (Safety population) 

 

Date of Clinical Trial Report 
26-Jul-2010 
  
 


