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2 SYNOPSIS 

Name of Company: 
Menarini I.F.R. srl 

TABULAR FORMAT (For National Authority 
Use only) 

Name of Finished Product: 
N.A.  

REFERRING TO PART OF THE 
DOSSIER 

Name of active substance(s): Volume: 
Zofenopril + Hydrochlorothiazide 
Irbesartan + Hydrochlorothiazide  

Page: 

Title of the study:  
Efficacy and Safety of Zofenopril + Hydrochlorothiazide Combination vs. Irbesartan + Hydrochlorothiazide 
Combination in Metabolic Syndrome Patients with Essential Hypertension not Controlled by Previous Monotherapy. 

Study Centres and Principal Investigator(s): 

1. Prof. Claudio Napoli – IRCCS Multimedica Dipartimento Cardiovascolare – Via Milanese, 300 – 20099 Sesto S.
Giovanni (MI)

2. Prof. Borghi Claudio – Università di Bologna – Facoltà di Medicina e Chirurgia – Dipartimento di Medicina Interna,
dell’Invecchiamento e Malattie Nefrologiche – Via Massarenti, 9 – 40138 Bologna

3. Dr. Ghione Sergio – Azienda Ospedaliera CNR REAS – Istituto di Fisiologia Clinica – CNR San Cataldo – Via
Moruzzi, 1 – 56124 Pisa

4.  Prof. Chiariello Massimo / Prof. Pasquale – Policlinico Universitario Federico II – Area Funzionale Cardiologia –
Via S. Pansini, 8 – 80131 Napoli

5. Dr. Piatti PierMarco – Istituto Scientifico Universitario San Raffaele – Cardio-metabolic and Clinical Trials Unit –
Via Olgettina, 60 – 20132 Milano

6. Dr. Raisaro Arturo – Ospedale Policlinico San Matteo – Fondazione IRCCS – Cardiologia – Piazzale Golgi, 2 –
27100 Pavia

7. Dr. Aiello Antimo – Presidio Ospedaliero “Antonio Cardarelli” – UOC Endocrinologia – Diabetologia – Malattie
Metaboliche – Contrada Tappino – 86100 Campobasso

8. Prof. Mezzetti Andrea – Fondazione “G. D’Annunzio” – Centro Studi sull’Invecchiamento (Ce.S.I.) – Clinical
Research Center (C.R.C.) – Via Colle Dell’Ara – 66013 Chieti Scalo

9. Prof. Portaluppi Francesco – Università di Ferrara – Dipartimento di Medicina Clinica e Sperimentale – Via
Savonarola, 9 – 44100 Ferrara

10. Prof. Taddei Stefano – Università degli Studi di Pisa – Dipartimento di Medicina Interna – Lungarno Pacinotti, 43 –
56126 Pisa

11. Prof. Di Biase Matteo – Ospedali Riuniti Azienda Ospedaliero Universitaria – Unità Operativa di Cardiologia –
Viale Pinto Luigi, 1 – 71100 Foggia (FG)

12. Dr. Calabrò Paolo – Azienda Ospedaliera Vincenzo Monaldi – Unità Operativa Complessa Cardiologia Sun –
Piazzale Ettore Leonardi (già via Bianchi Leonardo, 1) – 80131 Napoli

13. Prof. Ghirlanda Giovanni – Policlinico Universitario “Agostino Gemelli” – Unità Operativa Complessa di Medicina
Interna e Angiologia – Struttura Semplice di Diabetologia – Largo Agostino Gemelli, 8 – 00168 Roma

14. Prof. Pozzilli Paolo – Ospedale Civile – Endocrinologia e Malattie Metaboliche – Via Giacomo Matteotti, 108 –
03023 Ceccano (FR)

15. Dr. Santini Massimo – Azienda Complesso Ospedaliero “San Filippo Neri” – Dipartimento Cardiovascolare – Unità
Operativa Complessa di Cardiologia – Via Martinotti, 20 – 00189 Roma

16. Dr. Aldo Carlo Sachero – A.O. Niguarda Cà Granda – Centralino Villa Marelli – Cardiologia – V.le Zara, 81 –
20159 Milano

17. Prof. Pasquale Nigro – A.O. Universitaria Policlinico Rodolico di Catania – U.O. Cardiologia – Via S. Sofia, 78 –
94123 Catania

18. Prof. Volpe Massimo – A.O. Sant’Andrea – Centro per la Diagnosi e la Cura dell’Ipertensione Arteriosa – UOC di
Cardiologia – Via Giorgio Nicola Papanicolau, 721 – 00189 Roma

19. Prof. Bartoli Ettore – Azienda Ospedaliera “Maggiore della Carità” – Clinica Medica di Medicina Interna I e
d'Urgenza – Corso Giuseppe Mazzini – 28100 Novara

20. Prof. Arca Marcello – Università degli Studi di Roma “La Sapienza” – Dipartimento di Clinica e Terapia Medica –
Via del Policlinico, 155 – 00161 Roma

benedetd
Evidenziato
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Name of Company: 
Menarini I.F.R. srl 

TABULAR FORMAT (For National Authority 
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N.A.  

REFERRING TO PART 
OF THE DOSSIER 

5.3 

Name of active substance(s): Volume: 
Zofenopril + Hydrochlorothiazide 
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Study Centres and Principal Investigator(s) (cont.d): 
21. Prof. Indolfi Ciro – Università degli Studi “Magna Graecia” – Unità Operativa di Cardiologia Interventistica – Viale

Europa – Località Germaneto – 88100 Catanzaro
22. Prof. Gnasso Agostino – Università degli Studi “Magna Graecia” – Unità Operativa di Patologia DisMetabolica –

Viale Europa – Località Germaneto – 88100 Catanzaro
23. Dr. Melandri Francesco – Nuovo Ospedale Civile di Sassuolo – Cardiologia e UTIC – Via Francesco Ruini, 2 –

41049 Sassuolo (MO)
24. Dr. Storti Giovanni – Presidio Ospedaliero “F. Ferrari” – Cardiologia UTIC – Via Circonvallazione – 73042

Casarano (LE)
25. Prof Mihai Voiculescu – Clinical Institute Fundeni – Internal Medicine and Nephrology Department – 258 Fundeni

street, – Bucharest 2, – Romania
26 Prof. Dan Cheta – National Institute for Diabet, Nutrition and Metabolic Diseases “Prof. N.Paulescu’ – Bucharest 5–

7 – Ion Movila street – Bucharest 2, – Romania 
27 Prof. Mircea Cinteza – Emergency University Hospital Bucharest – Internal Medicine Department – 169 

Independentei street – Bucharest 6 – Romania 
28 Dr. Chiriac Liviu – Emergency Clinical Centre for Cardiovascular diseases of the Army, – Cardiology 

Electrophysiology – Arrhythmology Department – 134 Calea Plevnei – Bucharest 1 – Romania 
29 Prof. Tiberiu Nanea – Clinical Hospital “Caritas – Acad. dr. N. Cajal” – Cardiology Department – 29 Traian street – 

Bucharest 3 – Romania 
30 Prof. Ion Victor Bruckner – Clinical Hospital “Coltea” – Internal Medicine and Cardiology Department – 1 I. C. 

Brătianu Bvd, (Km.0) – Bucharest 3 – Romania 
31 Prof. Radu Voiosu – Clinical Hospital “Colentina” – Gastroenterology Department – 19 – 21 Stefan cel Mare street 

– Bucharest 2 – Romania
32 Prof. Crina Sinescu – Clinical Hospital “D. Bagdasar” – Cardiology Department – 10-12 Berceni street – Bucharest 

4 – Romania 
33 Dr. Elena Popescu – SANA Medical Center S.R.L – 3 Dr. Sergiu Dimitru street – 011025 Bucharest – Romania 
34 Dr.Adina Rodica Cociorvei – Centrul Medical FORTIS – Str. Ctin. Sandu Aldea nr. 86 – Sector 1 – Bucharest 

012064 – Romania 
35 Dr. Mircea Vladoianu – Emergency County Hospital Targoviste – Cardiology Department – 48 Tudor Vladimirescu 

street – 130083 Targoviste – County Dambovita – Romania 
36. Dr. Daniele Poggio – Policlinico di Monza – Cardiologia Clinica – via Amati, 111 – 20052 Monza (MB)
37 Prof. Morganti Alberto – Ospedale S. Giuseppe Fatebenefratelli – Cardiologia – Via San Vittore, 12 – 20123 Milano 
38 Prof. Giorgino Francesco – Azienda Ospedaliero – Universitaria Consorziale – Policlinico di Bari – Unità Operativa 

di Endocrinologia – P.zza Giulio Cesare, 11 – 70124 Bari 
39. Prof. Saitta Antonino – Azienda Ospedaliera Universitaria – Policlinico Gaetano Martino di Messina – Dipartimento

di Medicina Interna – Via Consolare Valeria, 1 – 98125 Messina
40. Prof. Bentivoglio Maurizio – Ospedale R. Silvestrini – Università degli Studi di Perugia – Cardiologia e

Fisiopatologia Cardiovascolare – Via Brunamonti, 51 – 06122 Perugia
41 Dr. Claudio Pini – Ospedale S. Anna – Centro per la Diagnosi e Cura dell’Ipertensione – Via Napoleona, 60 – 22100 

Como 

http://www.infostud.ro/catalog/catedra-de-cardiologie---sp.-cl.-d.-bagdasar-c398.html
benedetd
Evidenziato
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Publication (reference): 

Studied period (years): 
2010-2012 

Date of first enrolment:  14JAN10 
Date last visit completed: 24JAN12 

Phase of development: 
III 

Objectives: 
Objectives of this study were to evaluate the antihypertensive efficacy on office diastolic blood pressure of the fixed 
combination Zofenopril + hydrochlorothiazide as respect to the Irbesartan + hydrochlorothiazide fixed combination, in 
metabolic syndrome patients with essential hypertension not controlled by a previous monotherapy and to compare 
safety of the treatments under study. 

Methodology: 
Multicenter, randomized, double-blind, over encapsulation, active controlled, two parallel groups, phase III study. 

Number of subjects (planned and analysed): 
A total of four-hundred and eighty-two subjects have been planned to be screened, in order to have 410 evaluable 
subjects, in 41 Italian and Romanian clinical sites. A total of 721 subjects were screened and 482 randomised (safety 
population). Out of them, 466 entered in the FAS population and thus in the efficacy statistical analyses. 

Diagnosis and main criteria for inclusion and exclusion: 
Male or female Caucasian outpatients aged ≥ 18 years with diagnosis of essential hypertension according to Guidelines 
of European Society of Cardiology; fasting plasma glucose ≥ 100mg/dL or on drug treatment for elevated glucose; one 
or more of the following criteria: 1) waist circumference ≥ 102 cm in men and ≥ 88 cm in women, 2) serum 
triglycerides ≥ 150 mg/dL or on drug treatment (Statins, Omega 3 and Fibrates) for elevated triglycerides, 3) HDL 
cholesterol < 40 mg/dL in men and < 50 mg/dL in women or on drug treatment for reduced HDL-C; continuous 
treatment with the same single antihypertensive drug (single active pharmaceutical ingredient) at least for 4 weeks 
before inclusion in the study; able and willing to comply with study procedures; written informed consent. 

Moreover, subjects had not to meet any of the following exclusion criteria: serum level of HDL cholesterol < 35 mg/dL 
and/or triglycerides > 1000 and/or LDL-C > 190 mg/dL; malignant or secondary hypertension; systolic isolated 
hypertension; orthostatic hypotension (difference between mean sitting and standing SBP ≥ 20 mmHg); heart failure 
requiring medical treatment; myocardial infarction in the 6 months prior to enrolment; cerebrovascular events 
(including stroke or transient ischemic attack) in the previous 6 months; haemodynamically significant valvulopathy; 
hereditary/idiopathic angioedema; history of angioedema associated with previous ACE-inhibitor therapy; liver 
pathology (AST or ALT > 3 times greater than normal upper limit or total serum bilirubin > 1.5 times greater than 
upper limit); bilateral renal arterial stenosis, or unilateral for patients with a single kidney; renal insufficiency 
(creatininemia > 200 µmol/L or 2 mg/dL); hypokalemia (< 3.5 mEq/L) or hyperkalemia (> 5.0 mEq/L) at least at two 
haematological examinations (if the patient presents at baseline hypo or hyperkalemia, this value had to be confirmed 
either by a previous examination or by a new one within 3 days); hyponatremia (< 136 mEq/L); hypernatremia (Na > 
145 mEq/L); hypercalcemia: (serum Ca) + [(4 – serum albumin) x 0,8] > 10,2 mg/dL; hyperuricemia (uric acid > 7 
mg/dL); patients receiving dialysis; hereditary galactose intolerance, Lapp lactase deficiency or glucose galactose 
malabsorption; other severe concurrent diseases (cancer, AIDS, liver disease, etc.); positive history for renal 
transplantation; dementia, psychosis, alcoholism (> 350 g ethanol/week) or chronic abuse of medicines, drugs or 
psychoactive substances, introduction of concurrent therapies among those not permitted and which could not be 
suspended without harm to the patient; hypersensitivity or contraindications to use of the product under study; history of 
undesired side effects with ACE-inhibitors, AT1-antagonists or diuretics; current treatment with any antihypertensive 
agents that could not be safely stopped (Investigator’s decision) the day before the randomisation visit (V0); 
participation in other clinical trials in the previous 4 months; conditions which in the Investigator’s opinion might 
interfere with the study’s execution or due to which the patient should not participate for safety reasons; risk of low 
patient cooperation; pregnant or lactating females; females of childbearing potential not using adequate contraceptive  
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Diagnosis and main criteria for inclusion and exclusion (cont.d): 
precautions such as implants, injectables, combined oral contraceptives, intrauterine devices, sexual abstinence or 
vasectomised partner. 

Test product, dose, mode of administration, batch N°: 
• Zofenopril 30 mg + hydrochlorothiazide 12.5 mg fixed dose combination over-encapsulated in DBAA

capsules suitable to keep the blinding, manufactured by A. Menarini MMLS – Firenze, to be taken once a day
after breakfast with a glass of water, from week 0 to 8, Each dose consisted of one capsule.

• Zofenopril 30 mg + hydrochlorothiazide 12.5 mg fixed dose combination over-encapsulated in DBAA
capsules suitable to keep the blinding and Zofenopril 30 mg over-encapsulated in DBAA capsules suitable to
keep the blinding manufactured by A. Menarini MMLS – Firenze to be taken once a day after breakfast with a
glass of water, from week 9 to 24. Each dose consisted of two capsules, to be taken together.

Batch CTC0930 – Expiry date: DEC 2011; batch CTM0909 - Expiry date: DEC 2012; (Zofenopril 30 mg + 
hydrochlorothiazide 12.5 mg capsules); Batch CTC0919 – Expiry date DEC2011; batch CTL0930 – Expiry date 
AUG2012 (Zofenopril 30 mg capsules). 

Reference therapy, dose, mode of administration, batch N°: 
• Irbesartan 150 mg + hydrochlorothiazide 12.5 mg fixed dose combination over-encapsulated in DBAA

capsules suitable to keep the blinding manufactured by A. Menarini MMLS – Firenze, to be taken once a day,
after breakfast with a glass of water from week 0 to 8, Each dose consisted of one capsule.

• Irbesartan 150 mg + hydrochlorothiazide 12.5 mg fixed dose combination over-encapsulated in DBAA
capsules suitable to keep the blinding and Irbesartan 150 mg over-encapsulated in DBAA capsules suitable to
keep the blinding, manufactured by A. Menarini MMLS – Firenze to be taken once a day after breakfast with a
glass of water, from week 9 to 24, Each dose consisted of two capsules, to be taken together

Batch CTD0909 – Expiry date NOV2011; Batch CTH0924 – Expiry date MAR2012 (Irbesartan 150 mg + 
hydrochlorothiazide 12.5 mg capsules); Batch CTD0923 – Expiry date DEC2011; Batch CTG0929 – Expiry date 
MAR2012 (Irbesartan 150 mg capsules). 
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Criteria for evaluation (efficacy): 
• Office diastolic blood pressure change at study end (24 weeks - baseline) (primary efficacy parameter);
• Office systolic blood pressure change at Visit 1 (8 weeks-baseline) and at study end (24 weeks - baseline);
• Office diastolic blood pressure change at Visit 1 (8 weeks-baseline);
• Rate of subjects with office blood pressure <140/90 mm Hg at Visit 1 (8 weeks) and at study end (24 weeks);
• Rate of subjects with office blood pressure <130/80 mm Hg at Visit 1 (8 weeks) and at study end (24 weeks);
• Rate of subjects with office blood pressure < 140/90 mm Hg or with an office systolic blood pressure reduction of at

least 20 mm Hg or a diastolic blood pressure reduction of at least 10 mm Hg at Visit 1 (8 weeks) and at study end;
• 24 hour systolic and diastolic blood pressure changes at study end from baseline, only in a subgroup of patients;
• Day-time systolic and diastolic blood pressure changes at study end from baseline, only in a subgroup of patients;
• Night-time systolic and diastolic blood pressure changes at study end from baseline, only in a subgroup of patients;
• Rate of subjects with morning hypertension (ambulatory blood pressure in the morning, i.e. between 6:00 or waking

time and 9:59, ≥ 135/85 mm Hg) at study end, only in a subgroup of patients;
• Last 6 hour systolic and diastolic blood pressure changes at study end from baseline, only in a subgroup of patients;
• Change in the morning surge at study end from baseline, only in a subgroup of patients;
• Rate of patients with morning surge above normal values (> 55 mm Hg) at study end, only in a subgroup of patients;
• Hourly systolic and diastolic blood pressure averages before and at the end of treatment, only in a subgroup of

patients;
• Smoothness index of systolic and diastolic blood pressure at study end, only in a subgroup of patients;
• Change in AASI (Ambulatory Arterial Stiffness Index) at study end from baseline, only in a subgroup of patients;
• Change in fasting blood glucose (24 weeks – baseline);
• Change in HbA1C (24 weeks – baseline);
• Change in plasma insulin (24 weeks – baseline);
• Change in HOMA-IR (Insulin –Resistance Index by Homeostasis Model Assessment) (24 weeks – baseline);
• Changes in creatinine clearance from baseline to the end of the double-blind period;
• Changes in urinary albumin-creatinine ratio from baseline to the end of the double-blind period;
• Change in serum triglycerides from the baseline to the end of the double-blind period;
• Change in HDL cholesterol  from the baseline to the end of the double-blind period;
• Rate of patients with HbA1C < 7% before and at the end of the double-blind period;
• Rate of patients with fasting blood glucose between 70 and 130 mg/dL before and at the end of the double-blind

period;
• Rate of patients with reduced renal function (creatinine clearance < 60 ml/min) before and at the end of the double-

blind period;
• Rate of patients with an albumin-creatinine ratio ≥ 22 mg/g if males or ≥ 31 mg/g if females before and at the end of

the double-blind period;
• Rate of patients with microalbuminuria (urine albumin/creatinine ratio 30-300 mg/g) before and at the end of

double-bind;
• Change in waist circumference from V0 (week 0) to the end of the double-blind period.

Criteria for evaluation (safety): 
• The overall incidence of AEs;
• Evidence from physical examination;
• Vital signs (blood pressure and heart rate);
• ECG abnormalities;
• Laboratory parameters (haematology, blood chemistry, urinalysis).
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Statistical methods: 
The statistical analysis had been performed using SAS® version 9.2. Descriptive statistics had to be provided for all 
variables in the summary tables by treatment group. Continuous variables had to be summarised by means of mean, 
standard deviation, median and range.  

Categorical variables had to be summarised by using frequency distributions and percentages. 

For the analysis within group, 95% CI for the mean changes from baseline had to be calculated. 

For the primary efficacy variable, the bilateral confidence interval (1-2α) of the two means difference had to be 
calculated at α=0.025, therefore a 95% confidence interval had to be used. 
For all the other variables, hypothesis testing had to be carried out at the α = 0.05 level (two-sided) when comparing 
treatments.  

All p-values had to be rounded to three decimal places. Statistical significance had to be declared if the rounded p-value 
was less than or equal to 0.050. 

The demographic and medical history data had to be summarized for the FAS population (and PP population if 
relevant) by means of descriptive statistics. 

All efficacy analyses had to be carried out on the "full analysis set" (FAS) and “per-protocol” (PP) population. The FAS 
population had to include all randomised patients who have taken at least one dose of the study drug and have at least 
one office blood pressure determination during treatment. The PP population had to include all patients from the FAS 
population without any major protocol violation. For patients leaving the study prematurely the last available data post 
randomization had to be used for the final evaluation (24th week) in accordance with the last observation carried 
forward (LOCF) method. 

Evaluation of safety had to be performed on the “safety population”, i.e. on all randomized patients who have taken at 
least one dose of the active study drug. 
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Results:  
Analyses performed on baseline characteristics of the two treatment groups, revealed that subjects assigned to 
Zofenopril + HCTZ treatment were more compromised in terms of cardiovascular risk factors, evidencing statistically 
significant differences in the number of subjects with diabetes, and diabetic or under glucose lowering agents, and in the 
number of subjects dyslipidemic or under lipid modifying agents. Despite these differences, considering primary 
efficacy end-point (i.e. change, respect to baseline, in office sitting DBP after 24 weeks of treatment), results show a 
substantial equivalence between the two association (i.e. Zofenopril + HCTZ and Irbesartan + HCTZ), demonstrating, 
also from a statistical point of view, that the association of Zofenopril 30-60 mg + HCTZ 12.5 mg, given for 24 weeks 
to subjects affected by metabolic syndrome with essential hypertension not controlled by previous monotherapy, is at 
least as effective as the association of Irbesartan 150 to 300 mg + HCTZ 12.5 mg, in reducing the office sitting DBP. In 
fact, having fixed the non-inferiority margin at 2.5 mm Hg, the difference in adjusted mean changes of sitting office 
DBP, between baseline and the end of the study (i.e. after 24 weeks of treatment), in the two treatment groups, was -
0.62 with the lower limit of the two-sided 95% CI for the difference equal to -1.970 (greater than the -2.5 mmHg). 
The same result was confirmed by the analysis conducted on the PP population.  

In 17 of the 21 considered secondary efficacy end-points no statistically significant differences between the two 
treatment groups were found. 
Thus, only in few cases, the two groups differs in a statistically significant manner. In particular, the percentage of 
responder subjects (considering both those with an office sitting SBP reduction of at least 20 mmHg or a DBP reduction 
of at least 10 mmHg at visit 1 and at the study end and those with office blood pressure < 140/90 mm Hg or with an 
office SBP reduction of at least 20 mm Hg or a DBP reduction of at least 10 mm Hg at Visit 1 (8 weeks), and at study 
end) seems to be slightly higher, at visit 1 and only in the FAS population. Considering that this difference was no more 
observed at the end of the study, it can be concluded that despite its statistically significance, it doesn’t have any clinical 
relevance. 

As regards the change in albumin/ creatinine ratio (ACR) from baseline to study end, performed analyses showed a 
statistically significant difference between the two treatment groups, in particular, considering the FAS population, 
mean difference from baseline to study end in ACR was -29.9 mg/g in the Irbesartan + HCTZ group and -1.4 mg/g in 
the Zofenopril + HCTZ group. Similar results were obtained in the PP population. 
Concerning the change in microalbuminuria from baseline to study end, the difference between  the two treatment 
groups resulted statistically significant, and in the group of subjects treated with Irbesartan + HCTZ, and presenting 
microalbuminuria (i.e. ACR between 30 and 300 mg/g) at baseline, the decrease in mean value of ACR was greater than 
in the other group. 
Despite results concerning ACR and albuminuria seems to be favorable to the combination Irbesartan + HCTZ, in the 
first case data could be deeply biased by the presence of an outlier in the comparator group while in the second one, 
number of subjects entered in the analysis of such end-point, is too little to allow reliable conclusions. 
No other statistically and clinical significant differences between the two treatment groups were found in all other 
secondary end points considered. 

Concerning ABPM, for all examined parameters, treatment with the Zofenopril + HCTZ combination provided a 
similar 24h BP control than Irbesartan + HCTZ. 
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Results (cont.d): 

With regard to safety, both the studied treatment and the comparator, resulted to be safe and well tolerated, showing a 
quite low rate of drug related adverse events. ADR were generally of mild or moderate intensity and only in one case, 
belonging to Irbesartan + HCTZ group, severe. 
Adverse events were, in both treatment group, mainly related to nervous system (more frequently dizziness and 
headache) and to gastrointestinal disorders (more frequently diarrhoea, vomiting and nausea). 
None of the occurred SAE were judged as treatment related. 
Concerning other examined safety parameters (i.e. ECGs, vital signs and laboratory examinations), no other findings 
worthy of note were pointed-out. 

Conclusions:  
In conclusion, the results of the study indicate that administration of a combination therapy based on Zofenopril + 
HCTZ, combining different mechanisms of action, is at least efficacious as a combination of Irbesartan + HCTZ in 
controlling the office DBP of subjects with essential hypertension not controlled by a previous monotherapy and 
metabolic syndrome, while maintaining also a comparable safety profile. Moreover, the association under study 
demonstrated a comparable efficacy, respect to the comparator, in almost all secondary end points analysed, in 
particular on BP (i.e. DBP after 8 weeks of treatment, SBP at the different analysed time-points and percentage of 
responder subjects at the different time-points), ABPM and metabolic (e.g. fasting blood glucose, glycated 
haemoglobin, insulin resistance index, cholesterol, triglycerides), parameters. 
Thus, the combination therapy based on Zofenopril + HCTZ, combining the anti-hypertensive activity with the 
antioxidative properties of Zofenopril, can be particularly indicated in the treatment of hypertensive subjects with other 
cardiovascular factors of risk. 
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