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than ARB alone. However, diuretic treatment could activate the renin–angioten-
sin system, which is involved in left ventricular (LV) remodeling processes. We 
investigated the effects of ARB/diuretics combination on LV diastolic function 
in patients with hypertension in a prospective, multicenter trial (Effect of ARB/
Diuretics on diastolic function in patients with hypertension, EDEN trial).

Design and Method: We enrolled 371 patients with hypertension who had LV 
diastolic dysfunction and had not achieved appropriate blood pressure  lowering 
after a standard dose of ARBs or angiotensin-converting enzyme inhibitors 
(ACE-I) (236 men, mean age 68 ± 10 year old). We switched the treatment 
from ARBs/ACE-I to a combination of losartan 50mg and hydrochlorothia-
zide (HCTZ) 12.5mg. We followed the study patients for 24 weeks to assess 
the changes in diastolic parameters on echocardiography such as mitral annular 
velocity (e’), E/e’, left atrial volume (LAV) and LV mass (LVM).

Results: ARB/HCTZ treatment significantly decreased systolic/diastolic 
blood pressure after 24 weeks (154.6 ± 15.0 to 132.2 ± 12.4 mmHg, p < 
.0001; 87.1 ± 11.3 to 76.3 ± 10.1 mmHg, p < .0001). It significantly reduced 
LVM (171.5 ± 42.0 to 161.2 to 41.7 gm, p < .0001), improved diastolic 
function (e’: 5.5 ± 1.4 to 6.5 ± 1.8 cm/s, p < .0001, E/e’: 12.1 ± 3.8 to 10.6 
± 3.7, p < .0001) and reduced LAV (42.2 ± 15.5 to 39.2 ± 14.5 mL, p < 
.0001). We measured BNP and hs-CRP in the study group, and found that 
they were also reduced after 24 week treatment (BNP: 48.6 ± 73.2 to 36.5 ± 
55.7 pg/mL, p = .0006, hs-CRP: 0.5 ± 0.6 to 0.3 ± 0.7 mg/dL, p < .0001). A 
multivariate regression analysis demonstrated that changes in hs-CRP was 
an independent predictor of changes in e’ velocity (p = 0.001) along with 
systolic blood pressure, serum total cholesterol and BNP among clinical and 
biochemical parameters.

Conclusions: The present multicenter trial demonstrated that intensive treat-
ment by a combination of ARB/HCTZ reduced LV hypertrophy and improved 
LV diastolic function in hypertensive patients who had not achieved optimal 
blood pressure after ARB/ACE-I alone. Anti-inflammatory effect of ARB/
HCTZ treatment might be involved in the improvement of LV diastolic 
function.
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Objective: To uncover changes and differences in the utilization of antihyper-
tensive drugs and drug combinations for various treated hypertensive patients 
between late 2000 and late 2006 and, in addition, to determine whether 
evidence-based recommendations of hypertension management and/or new 
onset diseases during the follow-up time have been guiding in the selection 
of drugs. 

Design and Method: From the databases of the Social Insurance Institution of 
Finland, 274 791 severe hypertensives and 70 185 uncomplicated hypertensives 
who had purchased prescribed antihypertensive drugs in late 2000 and in late 
2006 were identified. Changes in concomitant diseases and pharmacotherapy 
(including triple combinations), were analyzed on individual level. In addition, 
the prevalence of drugs and chronic diseases and their relative differences in 
2006, between 274 791 formerly treated hypertensives and 91 843 newly treated 
hypertensives, were assessed after adjustment with age, sex, and district of 
living.

Results: Among severe hypertensives, utilization of antihypertensive drugs 
became more frequent and multiple, mainly because of aging and new-onset 
of diseases, especially diabetes and coronary heart disease. However, among 
uncomplicated hypertensives, utilization of antihypertensive drugs increased 
without changes in the disease profiles of the patients. The triple combination 
used most frequently became a BB and a diuretic combined with either a CCB or 
an ARB. RAS blockers were used more frequently in monotherapy and in 2-drug 
combinations among newly treated hypertensives than among those treated for-
merly. Still, RAS blockers were prescribed, on the average, as a second- line or 
third-line drug after BBs, which were used in monotherapy more frequently than 
other antihypertensive agents, even among newly treated hypertensives, without 
compelling indication for their use.

Conclusions: BBs are relatively overused in Finland, especially in monother-
apy. Treatment guidelines of hypertension are insufficiently followed, particu-
larly among those with a longer history of antihypertensive pharmacotherapy, 
indicating that clinicians do not easily change their prescribing patterns.

SBP response rate (93.1% vs 87.5%). Greater 24-h SBP reduction (-16.5 vs 
-11.1 mmHg; p = 0.0044) and consistently higher 24-h BP goal rates (<130/80 
mmHg; 52.9% vs 39.1%) were seen with T80/A10 SPC. Overall, the most com-
mon adverse events (AEs) were peripheral edema (18.8%) and headache (2.2%). 
Treatment- related AEs were less frequent with T80/A10 with less peripheral 
edema (17.6% vs 20.1%) and a lower rate of treatment discontinuation (2.8% 
vs 5.4%).

Conclusions: In added risk hypertensives such as patients with diabetes, obe-
sity and metabolic syndrome, T80/A10 SPC resulted in significantly greater 
SBP reductions than A10 monotherapy (–29.0 vs -22.9 mmHg; p < 0.0001). 
Patients treated with T80/A10 SPC experienced greater 24-h SBP reduction 
and a higher proportion reached 24-h goal than with A10. The safety profile of 
T80/A10 SPC was comparable to previous trials with T/A.
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Objective: The specific pharmacological properties of perindopril/indapamide 
(Per/Ind) result in favourable clinical outcomes as shown in the ADVANCE 
trial. Both perindopril and indapamide have specific effects on small and large 
arteries, reducing total peripheral resistance and central blood pressure (BP). 
Whereas ACE inhibitors have beneficial effects on central BP, the effects of 
diuretics are unclear. The aim of this study was to compare the change from 
baseline BP (office, 24-h ambulatory BP measurement [ABPM], central BP) in 
uncontrolled hypertensive type 2 diabetic (T2D) patients after switch of therapy 
from ramipril/hydrochlorothiazide (Ram/HCTZ) to a dose-equivalent fixed 
combination of Per/Ind.

Design and Methods: Investigator-initiated, non-randomized, one-arm study. 
Male and female T2D patients >18 years, with uncontrolled hypertension as 
defined by a sitting office BP >130/80 mmHg. Triplicate office BP was measured 
with a validated, automatic, oscillometric upper arm device (Microlife watch) 
according to ESH guidelines. 24-h ABPM (central and peripheral BP) was mea-
sured with the validated device Mobilograph (IEM, Germany). Central BP in 
the clinic was measured with the validated device Sphygmocor (Atcor) as rec-
ommended by the ESH Working Group on Large Arteries. Measurements were 
performed at baseline and after 8 weeks of treatment with Per/Ind. 

Results: Eighteen patients with a mean age of 61+10 years and a BMI of 30+6 
kg/m2 were included. Mean daily dosage was 5.3 mg/22.2 mg for Ram/HCTZ 
and after the switch 5.97 mg/1.49 mg for Per/Ind.

Conclusions: Switching T2D patients with uncontrolled hypertension from 
Ram/HCTZ to Per/Ind resulted mainly in superior systolic BP control. This 
effect was persistent for central BP as well as for 24-h ABPM. Due to the 
NO-dependent vasodilatory effect of indapamide it may be assumed that 
peripheral as well as central hemodynamics are controlled better with inda-
pamide than with HCTZ. This effect should translate into better BP con-
trol within a short period (8 weeks) and potentially also after prolonged 
administration.
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Objective: Antihypertensive therapy plays a major role in the treatment of heart 
failure with preserved ejection fraction (HFpEF). A combination of angiotensin 
receptor blocker (ARB) and diuretics has higher blood pressure-lowering effects 


