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Background:  Numerous clinical trials have demonstrated greater antihypertensive efficacy of chlorthalidone (CTD) compared to hydrochlorothiazide (HCTZ). However, many recent studies have compared the efficacy of combination therapy of each agent with angiotensin receptor blockers (ARBs). The purpose of this study was to perform a meta-analysis to evaluate the antihypertensive efficacy of the combination CTD/ARB versus HCTZ/ARB. 
Methods:  A search of the PubMed and Cochrane databases was performed as well as manual searches of bibliographies of key relevant articles. All clinical trials in which the blood pressure lowering effects of CTD/ARB were compared directly to that of HCTZ/ARB were selected. We calculated the weighted standardized mean difference (SMD) using the DerSimonian and Laird method.
Results:  Our search strategy yielded 40 studies, of which only 4 were randomized, head-to-head trials and therefore used for purposes of this analysis. The studies comprised a total of 1,839 patients with stage 1 - 2 essential hypertension either previously treated with other antihypertensive agents or treatment-naïve. All patients (mean age 56 years; mean systolic blood pressure 163.5 mmHg; 14.3% diabetics) on previous hypertensive medication regimens went through an appropriate wash-out period prior to initiating any of the studies. The overall SMD was -0.45 (95% CI, -0.56 to -0.35) in favor of CTD combined with ARBs over HCTZ combined with ARBs. CTD/ARB was found to have significantly greater antihypertensive effects as compared to the HCTZ/ARB treatment arms (p =0.049).  
Conclusion:  Chlorthalidone is often compared to HCTZ and has equal, if not superior antihypertensive effects. When combined with angiotensin receptor blockers, CTD (in comparable doses) continues to demonstrate greater antihypertensive efficacy over HCTZ/ARB combinations, thus making it a strong treatment option for patients with essential hypertension.

