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Angiotensin-receptor blockade and risk of cancer:
meta-analysis of randomised controlled trials

Summary Ilke Sipahi, Sara M Debanne, Douglas Y Rowland, Daniel | Simon, James C Fang Lancet Oncol 2010; 11: 627-36

Background Angiotensin-receptor blockers (ARBs) are a widely used drug class approved for treatment of hypertension,
heart failure, diabetic nephropathy, and, recently, for cardiovascular risk reduction. Experimental studies implicate
the renin-angiotensin system, particularly angiotensin II type-1 and type-2 receptors, in the regulation of cell
proliferation, angiogenesis, and tumour progression. We assessed whether ARBs affect cancer occurrence with a
meta-analysis of randomised controlled trials of these drugs.

Methods We searched Medline, Scopus (including Embase), Cochrane Central Register ot Controlled Trials, Cochrane
Database of Systematic Reviews, and the US Food and Drug Administration website for studies published before
November, 2009, that included any of the seven currently available ARBs. Randomised controlled trials with an ARB
given in at least one group, with a follow-up of at least 1 year, and that enrolled at least 100 patients were included. New-
cancer data were available for 61590 patients from five trials. Data on common types of solid organ cancers were available
for 68 402 patients from five trials, and data on cancer deaths were available for 93 515 patients from eight trials.

Findings Telmisartan was the study drug in 30014 (85-7%) patients who received ARBs as part of the trials with
new cancer data. Patients randomly assigned to receive ARBs had a significantly increased risk of new cancer
occurrence compared with patients in control groups (7-2% vs 6-0%, risk ratio [RR] 1-08, 95% CI 1-01-1-15;
p=0-016). When analysis was limited to trials where cancer was a prespecified endpoint, the RR was 1-11 (95% CI
1-04-1-18, p=0-001). Among specific solid organ cancers examined, only new lung-cancer occurrence was
significantlv hicher in natients randamlv accioned to receive ARBs than in those assigned to receive control (0-9%

vs0-7 AFEFRM143NE BB T AE ANADANTES, difference in cancer deaths was observed (1-8% vs
o, 1073 A 27212240 A0 A B4

Findi ., . >nts who received ARBs as part of the trials with
new cancer data. Patients randomly a551gned to receive ARBs had a significantly increased risk of new cancer
occurrence compared with patients in control groups (7-2% vs 6-0%, risk ratio [RR] 1-08, 95% CI 1-01-1-15;
p=0-016). When analysis was limited to trials where cancer was a prespecified endpoint, the RR was 1-11 (95% CI
1-04-1-18, p=0-001). Among specific solid organ cancers examined, only new lung-cancer occurrence was
significantly higher in patients randomly assigned to receive ARBs than in those assigned to receive control (0-9%
vs0-7%, RR 1-25,1-05-1-49; p=0-01). No statistically significant difference in cancer deaths was observed (1-8% vs

1-6%, RR 1-07, 0-97-1-18; p=0-183).
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Angiotensin-receptor blockade and risk of cancer: meta-analysis of randomised

controlled trials. Sipahi | et al Lancet Oncol. 2010 Jul;11(7):627-36. Epub Jun 11.
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Figure 3: Cancer occurrence reported in all included trials of angiotensin-receptor blockers (A) and trials in which cancerwas a prespecified endpoint (B)*
ARB=angiotensin-receptor blocker. *To obtain the meta-analytic risk ratio, hazard ratios from the ONTARGET and TRANSCEND trials were combined with the risk

ratio from the LIFE trial.
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* |n addition to regulating blood pressure,
angiotensin II (Ang II) exerts powerful pro-
inflammatory effects in hypertension through
stimulation of its AT(1) receptors, most clearly
demonstrated in peripheral arteries and in the
cerebral vasculature. Administration of Ang 11
receptor blockers (ARBs) decreases
hypertension-related vascular inflammation in
peripheral organs.

« Benicky J, Sanchez-Lemus E, Pavel J, Saavedra JM. Anti-inflammatory
effects of angiotensin receptor blockers in the brain and the periphery. Cell
Mol Neurobiol. 2009 Sep;29(6-7):781-92. Epub 2009 Mar 4. Review.
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