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Dickstein et ELITE RESOLVD REPLACE ELITEIN OPTIMAAL | VALIANT » This meta-analysis included data from seven clinical trials with a total of
Angiotensin converting enzyme inhibitors (ACE-I) are standard care in all el 20143 patients,10308 patients were assigned to the ARB arm while 9835
patients with heart failure without contraindications. Publication Year 1995 1997 1999 2000 2000 2002 2003 patients were assigned to ACE inhibitor arm.
Concerns related to adverse effects limit the use of ACE-I in some patients. ACEI Enalapril Captopril Enalapril Enalapril Captopril Captopril Captopril > Thﬁ O}I’Gflall hlIlCIdencelof adverse events in tllle trials included Wlals low
i i i i i i with the highest prevalence in VALIANT and OPTIMAAL trials.

AnglOtenSIH receptor blockers (ARB) dlrectly block th.e 'aCtIOI’l of a‘_ngIOten'SIH ARB Losartan Losartan Candesartan Telmisartan Losartan Losartan valsartan > ARB’s sho%ved aplower rate of any adverse effect compared to ACE-I
IT at the receptor level and have no effect on bradykinin production, which M y p

. . LV EF <35% <40% <40% <40% <40% <35% <40% (HR 0.58) but the significance was not strong (p=0.02) and there was
lead to some of the adverse effects seen with ACE-I (cough, angioedema). - h v b als in thi
The most recent heart failure guidelines recommend that ARB may be used Sample Size 166 2 768 378 3152 477 14703 eterogenetty between trials in this outcome. s .

¢ most r g . i hay be Follow Up 5 2 107 3 197 104 247 » Contrary to this, ARB’s had a strong association with risk of worsening
as alternatives t(? ACE-I as first-line thefapy fo'r p-atlents Wlth mild to (months) renal function (HR 1.6, p<0.00001).
moderate healjt failure and redu({ed left ventricular ejection fr.actlon (class ITA Age (year £ SD) 64.4(9.6) 735(59) 2.9 64(10) 7146.8) 6740.8) o5:1L8 » There was a trend toward hyperkalemia with ARBs but the difference
recommendation). However, it is not clear whether a superior safety profile between the two arms was not statistically significant
o . . Males (%) 773 66 89 89 70 712 69 > g .
of ARB’s justify equal footing with ACE-I. Tnddad . . 5 3 Z 5 Z » Cough was the most reported side effect (in 6 out of 7 trials), and as
ARB and ACE-I have shown similar efficacy in a growing number of Ra aﬂ/ ?Z’re o s 5 s s expected cough and angioedema were more common with ACE-L.
. . . . . ace’o aucasian - . — - . .

randomized trials in heart failure patients. However, the safety and Diuretios (%) " o s o p s - ; %lﬁere was no dlffierence ?bsegl\fed m rl;k of hYPOtefll§10n~ otk
tolerability of ACE-I and ARB has not received as much scrutiny. Most trials e T ’ ’ ‘ ﬁlnenr;vgiftno evidence of publication bias on visual inspection of the

were not primarily designed to assess safety and tolerability.

We therefore, performed a systematic review and meta-analysis of
randomized controlled trials to test the hypothesis that ACE-I and ARB have
the same tolerability and safety profile in patients with heart failure.
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Discussion

» ARB use is associated with less overall adverse events compared with the

use of ACE-I in patients with heart failure. However, breaking down
these events reveals that ARB’s are strongly associated with an increased
risk of worsening renal function, but reduced risk of cough or
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OPTIMAAL

» All randomized, placebo-controlled trials that looked into the use of ACEI e

angioedema.
Side effects related to reduced Angiotensin II formation (hypotension,
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and ARB use in CHF patients were identified using a 2-level search strategy oo

We searched public domain databases including MEDLINE, the Cochrane
database, EMBASE and BIOSIS Previews

We used the following key words: heart or cardiac failure, angiotensin

)
Test for heterogeneity: C = 81.21, df =

4(P <0,00001), 1= 95.1%

Test for overall effect: Z = 2.43 (P = 0.02)
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hyperkalemia and renal failure) are the same or higher with ARB use,
whereas effects thought to be related to increased kinins (cough,
angioneurotic edema and anaphylactoid reactions) were expectedly lower
with ARB’s, since ACE is also a Kininase.
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. L . . st caesoy o m ] i i e » The mechanism of the an increased risk of worsening renal function with
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The flow diagram summarize the research strategy : Testorowraleect 222820 =007 N— NE—— significant increase of hypotension incidence was found with ACE-I
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