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Diuretics have a modest blood pressure lowering effect as second-line 
therapy for hypertension 
 
Clinical question How effective are diuretics as second-line therapy for 

primary hypertension? 

Bottom line Thiazides as a second-line drug reduced blood pressure 
(BP) by 6/3 and 8/4mmHg at doses of 1 and 2 times the 
manufacturerÕs recommended starting dose, 
respectively. Although the dose of hydrochlorothiazide 
(HCTZ) was studied over a wide range (5mg/ day to 
45mg/day), a majority of the trials evaluated doses of 
12.5mg/day and 25mg/day. The BP lowering effect was 
dose related. The effect seen was similar to that obtained 
when thiazides are used as a single agent. HCTZ was 
the thiazide used in 49 of 53 (92%) of the included 
studies. Only 3 double-blind randomised controlled trials 
(RCTs) evaluating loop diuretics were identified. These 
RCTs showed a BP lowering effect of about 6/3mmHg for 
a starting dose (piretanide 3mg/day and 6mg/day; 
frusemide 40mg/day). 

Caveat Due to the short duration of the trials (3Ð12 weeks) and 
lack of reporting of adverse events, this review does not 
provide a good estimate of the incidence of adverse 
effects of diuretics given as a second-line blood pressure 
lowering drug treatment. 

Context Even with individualised monotherapy, BP targets are not 
likely to be achieved with the first drug used, even when 
titrated to high doses. Diuretics (thiazides and loop 
diuretics) are widely prescribed for hypertension, not only 
as a first-line drug treatment but also as a second-line 
treatment. 
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are funded by the New Zealand Guidelines Group. 
PEARLS provide guidance on whether a treatment is effective or ineffective. PEARLS are prepared as 
an educational resource and do not replace clinician judgement in the management of individual cases. 

View PEARLS online at: 
• www.cochraneprimarycare.org 


