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Although different combination therapies are currently 
used for treating hypertension among blacks, the authors 
of a recently published trial suggest amlodipine plus either 
hydrochlorothiazide or perindopril is a more effective 
combination.

Calcium channel blockers are usually recommended as first-
line treatment for control of hypertension.1 Among blacks, one or 
more antihypertensive medications are added to calcium channel 
blockers when sole treatment is inadequate for blood pressure 
control. However, there is uncertainty about which drug combi-
nation is more effective for use as combination therapy. In the 
UK for instance, the National Institute for Health and Care Excel-
lence recommends use of either an ACE inhibitor, an angiotensin 
receptor blocker (ARB), or a thiazide-like diuretic as second-line.2

In a recently published single-blinded, three-arm, multi-
country study (n=728),3 the authors compared the effectiveness 
of 5 mg of amlodipine (a calcium channel blocker) plus 12.5 mg of 
hydrochlorothiazide (a thiazide), 5 mg of amlodipine plus 4 mg of 
perindopril (an ACE inhibitor) or 4 mg of perindopril plus 12.5 mg 
of hydrochlorothiazide in the management of uncontrolled hyper-
tension among blacks living in the sub-Saharan Africa. Their 
primary outcome was the mean change in 24-hour ambula-
tory systolic blood pressure between baseline and at 6 months. 
Secondary outcomes included mean change in 24-hour ambula-
tory diastolic blood pressure between baseline and at 6 months, 
change in mean daytime and mean night time ambulatory blood 
pressures.

At 6 months, and after adjusting for baseline ambulatory 
systolic blood pressure, participants who received either of the two 
amlodipine combinations had significantly larger reductions in 
mean ambulatory systolic blood pressure than those who received 
perindopril plus hydrochlorothiazide: −3.14 mm Hg (p=0.03); and 
mean difference (MD) −3.00 mm Hg (p=0.04), respectively. Similar 
results were observed for mean daytime and night time ambula-
tory blood pressures. There was no significant difference between 
the group receiving amlodipine plus hydrochlorothiazide and the 
group receiving amlodipine plus perindopril: MD −0.14 mm Hg 
(p=0.92). There were no significant differences in ambulatory 
diastolic blood pressures between groups.

The investigators used electronic methods to ensure adequate 
randomisation, there was a high completer rate (95.9%), and 

appropriate statistical tests were performed. The investigators also 
included an independent statistician to analyse the trial results.

However, there were limitations. Although the trial was 
reported as single-blind (investigators), the participants may 
not have been totally blinded because the interventions were 
only repackaged—their appearances, shape and taste essentially 
remained the same. The study did not include participants with 
comorbidities.

Results of a large observational study have shown that ACE 
inhibitors may not be effective for treatment of hypertension in 
blacks.4 Indeed in the UK, ARBs are preferred to ACE inhibitors 
as second-line.5 Therefore, it seems unlikely the results of this 
study will change current clinical practice guidelines on blood 
pressure management in black populations. Future studies in this 
area should include an ARB arm (and/or other antihypertensives 
with different mechanisms of action) to assess the comparative 
effectiveness of drug combination therapies.
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►► Among blacks with hypertension, amlodipine plus 
either hydrochlorothiazide or perindopril could 
be a more effective combination for second-line 
treatment.
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