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Sponsor 

Novartis Pharmaceuticals 

Generic Drug Name 

Valsartan, valsartan + hydrochlorothiazide (HCTZ) in fixed-dose combination 

Therapeutic Area of Trial 

Hypertension 

Approved Indication 

Indicated for the treatment of hypertension. It may be used alone or in combination with other 
antihypertensive agents. 

Protocol Number 

CVAL489ADE24 

Title 

A randomized, open-label, multicenter, parallel group study to assess the impact of supportive 
measures on the drug adherence of patients with essential hypertension treated with valsartan or 
valsartan plus HCTZ for 34 weeks with or without respective measures 

Phase of Development 

Phase III 
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Study Start/End Dates  

29 November 2005  to  01 June 2007 

Study Design/Methodology 

This trial was a cluster-randomized (by center), open-label, multicenter, parallel-group study. 
Two arms were defined: the first one provided standard care whereas patients included in the 
second one received a supportive intervention. To avoid any investigator bias in treating one 
patient with and another patient without supportive measures, investigators were randomized to 
provide only treatment with or without supportive measures for all their patients. Consequently, 
centers were randomized to use of supportive measures or standard care. According to the 
randomization of the recruiting center, patients were assigned to the respective treatment arm in a 
ratio of 1:1. A screening period of 3 days was used to assess eligibility (safety lab). At the 
baseline visit, patients whose eligibility was confirmed started on study treatment with valsartan 
160 mg for 4 weeks. Patients not achieving controlled blood pressure levels (BP < 140/90 
mmHg) were then up-titrated to valsartan 160 mg plus HCTZ 12.5 mg. Patients with controlled 
BP continued the treatment with valsartan 160 mg. Visits were planned after 2, 4, 8, 14, 24, and 
34 weeks. Safety and efficacy were regularly assessed. The primary objective was assessed by 
the MEMS monitor (Medication Event Monitoring System) which compiles date and time of 
drug intake through the opening of the medication container. 

Centres 

30 centers in Germany 

. 
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Outcome measures 

Primary outcome measures(s) 

 Weekly mean adherence to medication

Secondary outcome measures(s) 

 Persistence over time
 Weekly mean compliance
 MEMS vs. other measurements (pill counts, Morisky questionnaire)
 Relationship between drug exposure and BP reduction
 Likelihood to switch to valsartan 160 mg plus HCTZ 12.5 mg
 Safety and tolerability of valsartan 160 mg and valsartan 160 mg plus HCTZ 12.5 mg
 BP normalization and BP response

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

Valsartan 160 mg tablets or valsartan 160 mg plus HCTZ 12.5 mg tablets were taken orally once 
daily. 

Statistical Methods 

Primary outcome measure (adherence pattern) is summarized in a sequence of binary data Zit 
defined as follows: 
For visit days: 

 Zit = 1 if patient i has opened the MEMS monitor at least once
 Zit = 0 otherwise

For other days: 
 Zit = 1 if patient i has opened the MEMS monitor exactly once between 07:00 and 11:00

AM on day t
 Zit = 0 otherwise

Additional openings of the monitors due to refills or pill count are expected at visit days. The 
timing of those extra openings is unknown. 
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Study Population: Inclusion/Exclusion Criteria and Demographics 

Inclusion criteria: 
 Male or female patients >= 18 years
 Patients with mild essential hypertension (msDBP >= 90 mmHg and < 100 mmHg and/or

msSBP >=140 mmHg and < 160 mmHg) at visits 1 and 2 not having been treated with
antihypertensive drugs before or not having been treated with antihypertensive drugs for
at least one year prior to visit 1

 Written informed consent to participate in the study prior to any study procedures
Exclusion criteria: 

 msSBP >= 160 mmHg and/or msDBP >= 100 mmHg at any time between visit 1 and 2
 Patients currently requiring/likely to require any regular long-term drug treatment, i.e. for

more than 28 days
 History of: hypersensitivity to valsartan or HCTZ or their inactive ingredients or drugs

with similar chemical structures; cardiovascular disease; hepatic encephalopathy,
esophageal varices, or portocaval shunt

 Known Keith-Wagener grade III or IV hypertensive retinopathy
 Second or third degree heart block without a pacemaker, concurrent potentially life

threatening arrhythmia or symptomatic arrhythmia, clinically significant valvular heart
disease

 Heart failure NYHA II – IV
 Evidence of a secondary form of hypertension
 Diabetes mellitus type I or type II requiring drug treatment
 Evidence of hepatic disease
 Evidence of renal impairment
 Therapy resistant hypokalemia, hyponatremia, hypercalcemia, or symptomatic

hyperuricemia
 Any severe, life-threatening disease within the past 5 years
 Any surgical or medical condition which might significantly alter the absorption,

distribution, metabolism, or excretion of any drug (i.e.  History of major gastrointestinal
tract surgery; currently active or inactive inflammatory bowel disease during the 12
months prior to visit 1; currently active gastritis, ulcers, or gastrointestinal/rectal bleeding
or urinary tract obstruction)

 Any surgical or medical condition which, at the discretion of the investigator, places the
patient at high risk from his/her participation in the study, or are likely to prevent the
patient from complying with the requirements of the study or completing the trial period.

 History of drug or alcohol abuse within the last 2 years
 Use of other investigational drugs at the time of enrollment, or within 30 days or 5 half-

lives before enrollment, whichever is longer
 History of noncompliance with medical regimens
 Persons directly involved in the execution of this protocol/study
 Inability to communicate and comply with all study requirements
 History of malignancy of any organ system, treated or untreated, within the past 5 years

whether or not there is evidence of local recurrence or metastases, with the exception of
localized basal cell carcinoma of the skin

 Pregnant or nursing women
 Women of child-bearing potential
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Participant Flow 

Patient disposition for each group 

Baseline Characteristics  

Demographic characteristics  -  ITT population 
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Outcome measures 

Primary Outcome Result(s) 

Weekly mean adherence defined as ‘Zit = 1 if patient I has opened the MEMS monitor exactly 
once between 07:00 and 11:00 AM on day t’, by group  -  ITT population 
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Secondary Outcome Result(s) 

Persistence over time (%): Kaplan-Meier estimates  -  ITT population 

Weekly mean compliance defined as ‘Zit = 1 if patient i has opened the MEMS monitor exactly 
once between 07:00 and 11:00 AM on day t’, by group  -  ITT population 
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MEMS vs other measurements 

Mean pill count, by group and visit  -  ITT population 

Mean MEMs count, by group and visit  -  ITT population 
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Summary of reported adherence (Morisky Question 6), by group and visit  -  ITT population 

Drug exposure and BP reduction 

Association between adherence (7 days) and change in msDBP 

Association between adherence (7 days) and change in msSBP 

Likelihood to switch to valsartan 160 mg plus HCTZ 12.5 mg 

Switch to Valsartan 160 mg plus HCTZ 12.5 mg, by group  -  ITT population 
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Safety and tolerability of valsartan 160 mg and valsartan 160 mg plus HCTZ 12.5 
Please see the safety section. 

BP normalization and BP response 

Number (%) of patients with blood pressure normalization and blood pressure response, by group  
- ITT population
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Safety Results  

  

Adverse Events by System Organ Class 

Number (%) of patients with AEs by group and system organ class – safety population 
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Most Frequently Reported AEs Overall by Preferred Term n (%) 

Number (%) of patients with AEs by group, order of frequency (>= 2%)  -  safety population 

 

 

 

 

 
 

Serious Adverse Events and Deaths 

Number (%) of patients with AEs/SAEs by group, relation to the study drug and action taken  -  
safety population 
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Date of Clinical Trial Report 
03 June 2008 

Date Inclusion on Novartis Clinical Trial Results Database 
26 June 2008 

    Date of Latest Update 
07 September 2009 




