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Istituto Lusofarmaco d'Italia S.p.A. 
Protocol Nr. LUMI/08/ZOF-001-Zofenopril + Hydrochlorothiazide 

2. SYNOPSIS 

Title of Study: 
Efficacy and safety of zofenopril + hydrochlorothiazide combination vs. irbesartan + hydrochlorothiazide 
combination in essential hypertensive patients not controlled by previous monotherapy 

Double-blind, national multicentre, phase III study in essential hypertensive patients 
Protocol number: LUMl/08/ZOF-001. EudraCT number: 2008-007681-30 

Investigator(s): Coordinating Investigators Prof. Ettore Malacco - L. Sacco Hospital - Milano, ltaly 
Dr. Stefano Omboni - Italian Institute ofTelemedicine, Solbiate 

Arno (V A), Italy 
Prof. Gianfranco Parati - Istituto Auxologico Italiano, Milano, Italy 

List oflnvestigators: see Appendix 2.2 

Study Center(s): 40 Italian. 
List of sites see Appendix 2.2 

Publication(s): Paragraph: 15 

Studied Period: First patient enrolled: 27.05.2009 I Clinica I Phase: III 

Last patient completed: I O.O 1.2012 
Objective(s): 
• to determine whether the combination zofenopril + hydrochlorothiazide is at least as effective as the irbesartan 
+ hydrochlorothiazide combination in normalizing or reducing office diastolic and systolic blood pressure in 
patients with essential hypertension, not controlled by a previous monotherapy and with one or more additional 
cardiovascular risk factors. 

Methodology: non-inferiority tria! with a randomized, double-blind, parallel group, controlled design. Following 
a run-in period of 2 weeks, patients were randomized to receive, once a day, in double-blind conditions either 
zofenopril 30 mg + hydrochlorothiazide 12.5 mg or irbesartan 150 mg + hydrochlorothiazide 12.5 mg for 18 
weeks fixed combinations. After 6 or 12 weeks of treatment patients not controlled (SBP ?: 140 mmHg and/or 
DBP?: 90 mmHg; SBP?: 130 mmHg and/or DBP?: 80 mmHg in diabetics or patients with at least 3 risk factors) 
were up-titrated to zofenopril 60 mg+ hydrochlorothiazide 12.5 mg or irbesartan 300 mg+ hydrochlorothiazide 
12.5 mg. At the end of the 18 weeks of double-blind treatment only patients who already received up-titration at 
visit l or at visit 2, continued the double-blind extension of the study for additional 30 weeks with the same drug 
dosage used at visit 3b. 
Number of Subjects: 
Planned: about 446 randomised patients 

Screened: 560 patients 
Randomized: 462 patients (227 to zofenopril + hydrochlorothiazide and 235 to irbesartan + hydrochlorothiazide ). 
Treated (FAS): 434 patients (zofenopril + hydrochlorothiazide 213 and irbesartan + hydrochlorothiazide 221) 
Completed - first study period (PP): 302 patients (zofenopril + hydrochlorothiazide 146 and irbesartan + 
hydrochlorothiazide 156) 
Not receiving up-titration: 93 patients (zofenopril + hydrochlorothiazide 38 and irbesartan + hydrochlorothiazide 
55) 
Entered into extension phase: 244 patients (zofenopril + hydrochlorothiazide 130 and irbesartan + 
hydrochlorothiazide 114) 
Completed - extension period (PP): 169 patients (zofenopril + hydrochlorothiazide 84 and irbesartan + 
hydrochlorothiazide 85) 

Analyzed: 
- Safety: 462 patients (zofenopril + hydrochlorothiazide 227 and irbesartan + hydrochlorothiazide 235) 
- Efficacy (PP): 302 patients (zofenopril + hydrochlorothiazide 146 and irbesartan + hydrochlorothiazide 

156) 

Indication and Criteria for Inclusion: 
Patients meeting the following criteria were included: 

• Outpatients aged 18-75 years 

• Male and female gender 

• Patients with essential hypertension currently taking one antihypertensive medication (ACE-inhibitor, A TI-
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