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[bookmark: _Toc440360974]INTEGRATED CLINICAL STUDY REPORT (TITLE PAGE)

1. Study title:
The efficacy and safety of valsartan and combination of valsartan and hydrochlorothiazide (HCTZ) in the treatment of patients with mild to moderate arterial hypertension - VICTORY

2. Names of Tested investigational medicinal products (IMPs):
Valsacor® 80 mg: film-coated tablets containing 80 mg valsartan.
Valsacor® 160 mg: film-coated tablets containing 160 mg valsartan.
Valsacor® 320 mg: film-coated tablets containing 320 mg valsartan.
Valsacombi®/Valsaden®/Valsacor H® 160 mg /12.5 mg: film-coated tablets containing 160 mg valsartan and 12.5 mg hydrochlorothiazide.
Valsacombi®/Valsaden®/Valsacor H® 320 mg /12.5 mg: film-coated tablets containing 320 mg valsartan and 12.5 mg hydrochlorothiazide.

3. Indication studied:
Mild to moderate arterial hypertension

4. Study design:
International, multicenter, open labeled, prospective study in patients with mild to moderate arterial hypertension.
Duration of the study treatment: 1 week of washout for previously treated patients, 16 weeks of active treatment.
Dosing: The treatment was initiated with 1 tablet of Valsacor® 80 mg daily in all patients (naïve and previously treated patients). After four weeks of treatment, the dose was adjusted to 1 tablet of Valsacor® 160 mg daily in patients whose target blood pressure (BP) was not achieved. After consequent 4 weeks in insufficiently treated patients the dose was increased to Valsacor® 320 mg or fixed dose combination Valsacombi® 160/12.5 mg. If target BP levels were not achieved after additional 4 weeks the dose was increased to Valsacombi® 320/12.5 mg.

5. Sponsor:
Krka d.d., Novo mesto, Šmarješka cesta 6, 8501 Novo mesto, Slovenia
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KCT 02/2012 – VICTORY

7. EudraCT number:
2012-005129-57

8. Development phase of the study: 
Phase IV
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9. Study initiation date (first patient enrolled):
20.5.2013

10. Study completion date (last patient completed):
23.6.2015

11. Name and affiliation of principal investigators:
Prof. Rok Accetto, MD, Dr. Sc. 
Department of Hypertension
Hospital Dr. Petra Držaja
Vodnikova 62
1000 Ljubljana, Slovenia

12. Name and contact data of the sponsor contact person:
Breda Barbič-Žagar, MD, 
Medical director
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Tel: +386 475 1101
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This trial has been performed in compliance with the Good Clinical Practices (GCP/ ICH E 6) including the archiving of essential documents.
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	Name of the sponsor:
Krka d.d., tovarna zdravil, Novo mesto
	Individual study table referring to the part of dossier
	(For national authority use only)

	Name of the finished product:
Valsacor® 80 mg
Valsacor® 160 mg
Valsacor® 320 mg
Valsacombi® 160 mg /12.5 mg
Valsacombi® 320 mg /12.5 mg
	Volume: 5.3
	

	Name of the active ingredients:
Valsartan or
Valsartan/HCTZ
	
	

	Title of Study:
The efficacy and safety of valsartan and combination of valsartan and HCTZ in the treatment of patients with mild to moderate arterial hypertension - VICTORY


	Responsible investigator:
Prof. Rok Accetto, MD, Dr. Sc. 






	Studied Period :                
First patient in (enrolled):	
· RU: 20.5.2013
· HR: 17.9.2013
· CZ: 20.1.2014
· UA: 3.12.2014
· SI: 12.1.2015

Last patient out (completed):
· HR: 9.4.2014
· RU: 29.5.2014
· SI: 18.6.2015
· CZ: 23.6.2015
· UA: 23.6.2015
 
	Phase of development:           IV                       

	Objectives:
The aim of the study was to establish the efficacy and safety of Valsacor® (valsartan) and Valsacombi® (combination of valsartan and HCTZ) in wide populations of patients with mild to moderate arterial hypertension. 


	Methodology/Study Design:
International, multicenter, open labeled, prospective trial. After one week of washout in previously treated patients, the patients were treated for 16 weeks according to the schedule. Naïve patients enter the treatment immediately. During the active treatment, 4 visits were planned for each patient to obtain the data for the primary and secondary efficacy endpoints analysis. Principal methodology was BP measurement and additionally in the subgroup of patients measurement of pulse wave velocity (PWV) and central blood pressure parameters.

	Number of patients: 
Analysed for primary endpoint (ITT analysis): 365
Analysed for primary endpoint (PP analysis): 230
Planned for pulse wave velocity subgroup: 140 
Analysed for pulse wave subgroup (ITT analysis): 74
Analysed for pulse wave subgroup (PP analysis): 39





	Diagnosis and main criteria for inclusion:
Patients with mild to moderate arterial hypertension (according to European Guidelines for the management of arterial hypertension 2009).
Main inclusion criteria: 
· Patients of both genders with mild to moderate essential hypertension (according to European Guidelines for the management of arterial hypertension 2009) with:
· systolic blood pressure of 140 – 179 mm Hg and
· diastolic blood pressure of 90 – 109 mm Hg
· Age 18 years or above
· Both sexes 
· Written informed consent provided by patients or legally acceptable representative.	


	IMPs: 
· Valsacor® (valsartan) 80 mg
· Valsacor® (valsartan) 160 mg
· Valsacor® (valsartan) 320 mg
· Valsacombi® (valsartan/HCTZ) 160 mg /12.5 mg
· Valsacombi® (valsartan/HCTZ) 320 mg /12.5 mg
Dose and mode of administration:  
Per oral administration of IMP each day for 16 weeks. Patients had taken 1 tablet of IMP once daily between 7 a.m. and 10 a.m. On the day of the control visit patients did not take the IMP before the BP measurement at the visit was performed.  The dose of IMP was titrated according to trial scheme and target values on each control visits after 4, 8 and 12 weeks. 
Batch numbers: 
· CZ: N98526, NA0867, S73800, S75100, S75692
· HR: N89152, N98565, S71047, S71648, TB3133
· RU: S68343, TB0783, N95369, S69146, N93643
· SI: N92308, N95367, NB1508, S66381, S67271, S67500, S86674
· UA: NA7347, NA8728, S80815, S82539, S83634

	Duration of treatment :
The duration of active treatment was 16 weeks. Previously treated patients had 1 week wash-out period before the active treatment started. 

	Efficacy criteria for evaluation:
 Primary endpoint: 
· To evaluate the antihypertensive efficacy of Valsacor® (valsartan) and Valsacombi® (combination of valsartan and HCTZ) in achieving peripheral target blood pressure control in patients with mild to moderate hypertension. 
· To evaluate the effect of treatment on aortic stiffness.
· To compare the absolute (mean) differences in central blood pressure reduction versus peripheral blood pressure reduction versus baseline values.
· To evaluate the effect of treatment on aortic augmentation index.
Secondary endpoints:
· To compare primary endpoints between the monotherapy versus combination therapy.
· To evaluate and compare  the effect of monotherapy and/versus combination therapy on the erectile function in all male participants by a questionnaire asked before and after 16 weeks of treatment in male patients .
· To evaluate adverse events.

	

Criteria for safety evaluation (planned):
· Overall incidence of adverse drug reactions,
· Percent of patients experiencing an adverse drug reactions with stratification of patients according to the types of adverse drug reactions,
· Percent of patient discontinuing the trial due to the issue of safety.

	Statistical methods: 
PRIMARY AND SECONDARY EFFICACY ENDPOINT
The leading symptoms parameters are considered to be ratio scale random variables (at each visit). For analysis of the variables, the following descriptive statistics are presented:
· The least and the largest values,
· The average (arithmetic mean),
· The (sample) standard deviation,
· The standard error of mean.

Because of the reasonably large sample, the asymptotic z-test is employed to assess the difference between means of two variables measured in the same population. Analogously, an asymptotic 95%-confidence interval for the difference between means is used for interval estimation.
For smaller subgroups of the sample, the t-test is employed to assess the difference between means of two variables measured in the same population. Analogously, the 95%-confidence interval for a normal random variable with unknown variance is used for interval estimation in smaller subgroups. These tests and intervals depend on the assumption of normal distribution of the data which may or may not hold. However, additional tests (more robust but less powerful) have been performed to exclude the possibility of a serious statistical error.

	SAFETY ENDPOINTS
Both not related and drug-related adverse events (adverse reactions) are presented. 
Descriptive statistics was performed for all adverse events. The results of severity, frequency, therapeutic measures, and outcomes of adverse events as well as total occurrence of all adverse events are presented.




	Summary of results and conclusions:
EFFICACY RESULTS
During the trial, the guidelines for the treatment of arterial hypertension were updated. Throughout the whole Final report, the results and target values of BP are evaluated according to 2013 ESH/ESC Guidelines for the management of arterial hypertension and not according to 2009 ESH/ESC Guidelines for the management of arterial hypertension, as described in the Protocol of this trial.
Primary efficacy endpoint 
· Antihypertensive efficacy of Valsacor® (valsartan) and Valsacombi® (combination of valsartan and HCTZ) in achieving peripheral target blood pressure (BP) control in patients with mild to moderate hypertension (ITT analysis)
The mean baseline values of systolic blood pressure (SBP) and diastolic blood pressure (DBP) in 365 patients were 156.59 ± 8.98 mm Hg and 95.63 ± 6.01 mm Hg, respectively. In previously treated patients, the baseline values were measured after 1 week of wash-out period. At the final visit after 16 weeks of active treatment, the mean SBP and mean DBP values in 351 patients were 130.05 ± 8.18 mm Hg and 80.97 ± 5.84 mm Hg, respectively.

The mean absolute decrease of SBP and DBP were 26.60 ± 10.41 mm Hg and 14.84 ± 7.57 mm Hg, respectively, and was statistically significant (p < 0.0001). Absolute decrease of mean SBP and DBP at each control visit was also statistically significant comparing to the previous visit (p < 0.0001).

[bookmark: _Ref432157580][bookmark: _Ref432157566]Figure 1: Mean values of SBP and DBP during the trial

At the end of the trial, 318 out of 351 or 90.6% of patients achieved target SBP and DBP levels. For 14 patients, there was not enough data by which the achievement of target SBP and DBP levels could be determined. 

· To evaluate the effect of the treatment on aortic stiffness
Effect of the treatment on aortic stiffness is described and presented via pulse wave velocity (PWV) data. The relationship between PWV and arterial wall stiffness can be calculated from Moens–Korteweg equation.

The mean PWV on the first and the last visit were 10.09 ± 2.50 m/s and 9.14 ± 2.56 m/s, respectively.

The mean absolute decrease of PWV from the first to the last visit was 0.95 ± 1.87 m/s and was statistically significant (p < 0.0001).

The mean Alx on the first visit and the last visit were 19.86 ± 13.38 and 19.64 ± 12.31, respectively.

The mean absolute decrease of Alx from the first to the last visit was 0.23 ± 10.78 and was not statistically significant (p = 0,855).
· To compare the absolute (mean) differences in central blood pressure reduction versus peripheral blood pressure reduction versus baseline values (ITT analysis)
The data on central and peripheral BP were obtained on the first and the last visit (after 16 weeks of active treatment) of the trial in a subgroup of patients. 74 patients, from whom the PWV data and central parameters on the first and the last visit were obtained, were included in the ITT analysis.

The mean central (aortic) SBP and DBP at the beginning of the trial were 139.84 ± 11.39 mm Hg and 95.22 ± 7.50 mm Hg, respectively. At the final visit after 16 weeks of active treatment, the mean central SBP and DBP were 120.15 ± 12.39 mm Hg and 81.23 ± 6.76 mm Hg, respectively. 

The mean absolute decrease of central SBP and DBP from the first to the last visit was 19.69 ± 12.95 mm Hg and 13.99 ± 8.51 mm Hg, respectively, and was statistically significant (p < 0.0001).

The mean peripheral (radial) SBP and DBP at the beginning of the trial were 151.65 ± 10.49 mm Hg and 94.19 ± 7.62 mm Hg, respectively. At the final visit after 16 weeks of active treatment, the mean peripheral SBP and DBP were 130.72 ± 11.60 mm Hg and 80.35 ± 6.71 mm Hg, respectively.

The mean absolute decrease of peripheral SBP and DBP from the first to the last visit was 20.93 ± 12.79 mm Hg and 13.84 ± 8.69 mm Hg, respectively, and was statistically significant (p < 0.0001).


	
Secondary efficacy endpoints
· To compare primary endpoints between the monotherapy versus combination therapy (PP analysis)
The mean relative and absolute decrease of SBP and DBP between the combination therapy and monotherapy were statistical significant (p < 0.0001). Given the fact that combination therapy was first introduced on visit 3, this analysis included only visit 3, visit 4 and visit 5.
The mean relative and absolute decrease of all other secondary efficacy endpoint parameters, which relates to the PWV and central blood pressure, were statistically insignificant between the combination therapy and monotherapy. Central blood pressure data and PWV data were collected on the first and the last visit of the trial. Thus, the comparison of these data between monotherapy with combination therapy are in this case not relevant due to the fact, that combination treatment was not used in a subgroup of patients throughout the whole trial.  
Statistical significance between combination therapy and monotherapy was proven for mean values of SBP and DBP, mean peripheral and central SBP and mean PWV on specific control visits. 
· To evaluate the antihypertensive efficacy of Valsacor® (valsartan) and Valsacombi® (combination of valsartan and HCTZ) in achieving peripheral target blood pressure control in patients with mild to moderate hypertension

Overall, 230 patients were included into PP analysis of target BP control, 50 of them were receiving combination therapy on at least one control visit and 180 of them were receiving monotherapy throughout the whole trial. The combination therapy was initiated in patient, who did not reached target BP on visit 3 and visit 4. Given the fact that combination therapy was first introduced on visit 3, this analysis included only visit 3, visit 4 and visit 5. The mean absolute decrease of SBP and DBP from visit 3 to visit 5 were 15.27 ± 7.45 mm Hg (relative decrease was 10.2 ± 4.9%) and 8.32 ± 6.51 mm Hg (relative decrease was 8.9 ± 7.0%) for combination therapy group and 3.24 ± 7.74 mm Hg (relative decrease was 2.3 ± 5.7%) and 2.31 ± 6.05 mm Hg (relative decrease was 2.5 ± 7.4%) for monotherapy group, respectively. 
Figure 2: The mean SBP and DBP on each control visit for patients treated with monotherapy or combination therapy
The mean absolute and relative decrease of SBP and DBP between monotherapy and combination therapy from visit 3 to visit 5 was statistically significant (p < 0.0001). Comparison of mean SBP and DBP values between monotherapy and combination therapy were statistically significant (p < 0.0001, only on the last visit, the p for SBP was < 0.0005) on each visit of the trial. Given the fact that patients treated with combination therapy were patients who did not achieve target BP on visit 3 and/or visit 4, meanwhile patients treated with monotherapy were patients mostly with controlled BP (with the exception of patients who start treatment with Valsacor® 320 mg on visit 3).

On the last visit, 84% and 98% of patients in combination and monotherapy group achieved target BP, respectively.
· To evaluate the effect of treatment on aortic stiffness
Effect of the treatment on aortic stiffness is described and presented via pulse wave velocity (PWV) data. The relationship between PWV and arterial wall stiffness can be calculated from Moens–Korteweg equation.

The data on central PWV were obtained on the first and the last visit of the trial in a subgroup of patients. 39 patients, from whom the PWV data on the first and the last visit were obtained, were included in the PP analysis. 9 patients were included in the combination therapy group and 30 patients in the monotherapy group.
The mean absolute decrease of PWV from the first to the last visit for combination therapy and monotherapy group were 1.87 ± 3.15 m/s (mean relative decrease of PWV was 16.0 ± 27.8%) and 0.63 ± 0.86 m/s (mean relative decrease of PWV was 5.9 ± 8.6%), respectively. 
The mean absolute and relative decrease of PWV between monotherapy and combination therapy group was statistically insignificant.
· To evaluate the effect of treatment on aortic augmentation index
The data on Alx were obtained on the first and the last visit of the trial in a subgroup of patients. 39 patients, from whom the Alx data on the first and the last visit were obtained, were included in the PP analysis. 9 patients were included in the combination therapy group and 30 patients in the monotherapy group.
The mean absolute decrease of Alx from the first to the last visit for combination therapy was 6.89 ± 13.41 while in the monotherapy group, the mean Alx increased from the first to the last visit for 1.73 ± 10.19. 
The mean absolute difference of Alx between monotherapy and combination therapy group was statistically insignificant.
· To compare the absolute (mean) differences in central blood pressure reduction versus peripheral blood pressure reduction versus baseline values
The data on central and peripheral BP were obtained on the first and the last visit of the trial in a subgroup of patients. 
The mean absolute decrease of central SBP and DBP were 30.56 ± 21.44 mm Hg (mean relative decrease was 19.4 ± 13.7%) and 18.89 ± 10.94 mm Hg (mean relative decrease was 18.0 ± 11.4%) for combination therapy group and 17.73 ± 10.69 mm Hg (mean relative decrease was 12.9 ± 7.8%) and 13.50 ± 9.31 mm Hg (mean relative decrease was 14.0 ± 9.5%) for monotherapy group, respectively. 
On the other hand, the mean absolute decrease of peripheral SBP and DBP were 27.22 ± 19.32 mm Hg (mean relative decrease was 16.3 ± 11.1%) and 19.11 ± 11.04 mm Hg (mean relative decrease was 18.4 ± 11.6%) for combination therapy group and 18.33 ± 10.50 mm Hg (mean relative decrease was 12.2 ± 6.9%) and 13.40 ± 9.56 mm Hg (mean relative decrease was 14.0 ± 9.8%) for monotherapy group, respectively.
The decrease of both central and peripheral mean SBP and DBP between combination therapy and monotherapy group were statistically insignificant.
· To evaluate and compare the effect of monotherapy and/versus combination therapy on the erectile function in all male participants by a questionnaire asked before and after 16 weeks of treatment in male patients (PP and ITT analysis)
The effect on erectile function in male patients was evaluated based on the erectile function questionnaire. 98 patients were included in the PP analysis which compared the effect on erectile function between combination therapy and monotherapy group. The mean erectile function score for combination therapy and monotherapy group at the beginning of the trial were 23.86 ± 5.04 and 23.53 ± 7.74, respectively. At the end of the trial, mean score were 24.22 ± 6.71 and 24.08 ± 8.10 for combination therapy and monotherapy group. 
The mean absolute increase of erectile function score in the combination therapy and monotherapy group were 1.46 ± 2.28 and 0.87 ± 2.03, respectively. The absolute increase of erectile function score between combination therapy and monotherapy group was statistical insignificant. Thus, the comparison of erectile function score data between monotherapy with combination therapy are in this case not relevant due to the fact, that combination treatment was not used in a subgroup of patients throughout the whole trial.  
Besides comparison between monotherapy and combination therapy, ITT analysis for all patients was also carried out to evaluate the treatment effect on the erectile function in male participants. The mean erectile function score at the beginning and the end of the trial were 23.45 ± 7.10 and 23.90 ± 7.31, respectively. The mean absolute increase of erectile function score was 0.84 ± 2.45. The increase of the score was statistically significant (p < 0.0001).
· To evaluate adverse events
Altogether 44 patients experienced at least one adverse event (AE) during the trial. 26 patients have been recognised to experience adverse reactions (AR) (drug related AE), while other 18 patients experienced AEs not related with the study medicine according to investigators opinion. If a patient experienced both AE not related to the study medicine as well as an AR, he or she is counted as a patient with ARs. Altogether, 4 patients withdrew from the trial on account of ARs occurrence. There were no serious AEs in this trial (for 3 patients we do not have data for severity). The number and proportion of patients with AEs occurrence from the 1st period to the 4th period as well as their relation with the study medicine are displayed in the table 1. Throughout the whole Final report, the 1st period applies to the period between first and second visit, 2nd period applies to the period between the second and the third visit, 3rd period applies to the period between third and the fourth visit and the 4th period applies to the period between the fourth and the last visit.  
Table 1: The number and proportion of patients with any AEs during the trial
	
	1st period
	2nd period
	3rd period
	4th period
	all periods

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Patients with AEs:
	21
	5.8%
	14
	3.8%
	16
	4.4%
	10
	2.7%
	44
	12.1%

	- patients with ARs
	16
	4.4%
	9
	2.5%
	6
	1.6%
	5
	1.4%
	26
	7.1%

	- patients with AEs not related to the study medicine
	5
	1.4%
	5
	1.4%
	10
	2.7%
	5
	1.4%
	18
	4.9%

	Patients without AEs
	344
	94.2%
	351
	96.2%
	349
	95.6%
	355
	97.3%
	321
	87.9%

	
	365
	100%
	365
	100%
	365
	100%
	365
	100%
	365
	100%


The classification according to MedDRA preferred terms, number and proportion of patients with ARs occurrence from the first (1st period) to the last control visit (4th period) are displayed in the table 2.
Table 2: The number and proportion of patients with any ARs according to MedDRA preferred term classification during the trial
	
	1st period
	2nd period
	3rd period
	4th period
	all periods

	
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients

	Patients with any AR
	16
	4.4%
	9
	2.5%
	6
	1.6%
	5
	1.4%
	26
	7.1%

	Headache
	1
	0.3%
	3
	0.8%
	3
	0.8%
	2
	0.5%
	7
	1.9%

	Palpitations
	5
	1.4%
	1
	0.3%
	2
	0.5%
	2
	0.5%
	6
	1.6%

	Dizziness
	5
	1.4%
	3
	0.8%
	0
	0.0%
	0
	0.0%
	6
	1.6%

	Fatigue
	3
	0.8%
	1
	0.3%
	2
	0.5%
	0
	0.0%
	6
	1.6%

	Diarrhea
	2
	0.5%
	0
	0.0%
	0
	0.0%
	0
	0.0%
	2
	0.5%

	Hypotension
	2
	0.5%
	1
	0.3%
	0
	0.0%
	0
	0.0%
	2
	0.5%

	Somnolence
	0
	0.0%
	0
	0.0%
	1
	0.3%
	1
	0.3%
	2
	0.5%

	Nausea 
	2
	0.5%
	0
	0.0%
	0
	0.0%
	0
	0.0%
	2
	0.5%

	Cough
	1
	0.3%
	0
	0.0%
	0
	0.0%
	0
	0.0%
	1
	0.3%

	Dyspnoea
	0
	0.0%
	1
	0.3%
	0
	0.0%
	0
	0.0%
	1
	0.3%
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	CONCLUSIONS:
The study clearly demonstrated the efficacy of Valsacor® and Valsacombi® in the treatment of mild to moderate arterial hypertension. The decrease of mean SBP and DBP was statistically significant. At the end of the trial, 90.6% of patients achieved target BP values.
ITT analysis in subgroup of patients where PWV and central blood pressure were measured shows statistically significant reduction of mean central and peripheral SBP and DBP. 
Decrease of PWV from the first to the last visit was statistically significant in the same subgroup of patients. Given the fact, that aortic stiffness of its walls is directly connected with the PWV through Moens–Korteweg equation, the results of PWV clearly show improvement of this parameter.

[bookmark: _Ref431726013]Equation 1
[bookmark: _Ref431657651]Moens–Korteweg equation where E is the Young’s modulus of the arterial wall (incremental elastic modulus of the arterial wall through which aortic stiffness is assessed), h is the wall thickness, ρ is the blood density, and r is the internal radius of the artery.[endnoteRef:1] [1: ] 

ITT analysis in the subgroup of patients shows statistically insignificant reduction of mean Alx from the first to the last visit.   
Altogether, 26 patients experienced at least one AR. The highest frequency of AR occurrence was on the first control visit (16 patients) and the lowest was on the last control visit (5 patients). There were all of mild or moderate intensity, none of them was serious. 4 patients withdrew from the study due to AR occurrence. 
In conclusion, efficacy and safety of Valsacor® and Valsacombi® has been demonstrated with respect to primary   and secondary efficacy endpoints. Both medicines provide effective BP control and based on PWV results also improves aortic stiffness. Altogether 7.1% of patients experienced at least 1 AR in the course of the active treatment period (16 weeks) and none of them was of serious intensity. 



Mean SBP and DBP values at each visit (all patients) 
Mean SBP	
8.98	12.83	10.87	10.37	8.18	8.98	12.83	10.87	10.37	8.18	Visit 1	Visit 2	Visit 3	Visit 4	Visit 5	156.58699999999999	141.27600000000001	136.20500000000001	133.054	130.04900000000001	Mean DBP	
6.01	7.95	7.1599999999999984	7.26	5.84	6.01	7.95	7.1599999999999984	7.26	5.84	Visit 1	Visit 2	Visit 3	Visit 4	Visit 5	95.63	86.927999999999997	84.846999999999994	82.872999999999976	80.966999999999999	mm Hg
Mean SBP and DBP values for monotherapy and combination therapy
Mean SBP (combination)	
Visit 1	Visit 2	Visit 3	Visit 4	Visit 5*	162.39400000000001	153.97	148.38999999999999	141.07	133.12	Mean DBP (combination)	
Visit 1	Visit 2	Visit 3	Visit 4	Visit 5*	98.46	92.92	91.679999999999978	87.53	83.36	Mean SBP (mono)	
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Visit 1	Visit 2	Visit 3	Visit 4	Visit 5*	94.863	84.604999999999976	81.947000000000003	81.049000000000007	79.632999999999981	mm Hg
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