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Q: Can angiotensin II receptor blockers
be used in patients who have developed
a cough or angioedema as a result of taking

an ACE inhibitor?
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A o ANGIOTENSIN II RECEPTOR BLOCKERS
® (ARBs) appear to be an appropriate
alternative for patients who have developed
an intolerable cough or angioedema while tak-
ing an angiotensin-converting enzyme (ACE)
inhibitor. The incidence of these adverse
effects is much lower with ARBs than with
ACE inhibitors: moreover, small clinical stud-
ies have shown that ARBs lower blood pres-
sure just as well as ACE inhibitors. Larger
clinical trials that are underway should further
clarify the efficacy and safety of ARBs com-
pared with ACE inhibitors.

® COUGH IS COMMON
WITH ACE INHIBITORS

ACE inhibitor-induced cough occurs twice as
often in women as in men and more frequent-
ly in nonsmokers. Although post-marketing
surveys indicated that cough occurs in only
0.1% to 3% of patients who take an ACE
inhibitor, two randomized controlled trials
found the incidence to be much higher.1.2
Conservative estimates suggest that about
10% of patients treated with an ACE
inhibitor develop this problem.

The cough usually begins within 1 to 2
months after starting therapy. It is dry, persis-
tent, and mostly nonproductive, and it is often
described as a “tickling in the throat.” It may
occur more frequently when a person reclines,
and it usually resolves 5 to 7 days after the
drug is discontinued.

The mechanisms responsible for ACE
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inhibitor-related cough are not fully under-
stood, but kinins and prostaglandins have
been suggested as likely mediators.? Both
bradykinin and prostaglandins are tussive
agents, and some prostaglandins have been
shown to increase both bronchoconstriction
and cough response. These observations seem
to mesh with the observed effects of ACE
inhibitors, which are associated with an accu-
mulation of bradykinin and substance P and
increased prostaglandin production. Evidence
suggests that nonsteroidal anti-inflammatory
drugs such as sulindac and indomethacin,
which inhibit prostaglandin synthesis, can
reduce or abolish this adverse effect.45

B ANGIOEDEMA:
RARE BUT POTENTIALLY LETHAL

ACE inhibitor therapy is one of the most com-
mon causes of angioedema—nonpitting edema
of vascular origin that is confined to the head
and neck. The edema can affect the floor of
the mouth, tongue, larynx, lips, and face.6
ACE inhibitor-induced angioedema occurs
most frequently in African American patients.
Generally speaking, angioedema is not a
common adverse effect of ACE inhibitor ther-
apy. It is nonetheless important because it can
be potentially lethal if it develops in the
tongue, glottis, or larynx. For that reason,
patients should not be switched to another
ACE inhibitor if this complication occurs.

B ARBs AS AN ALTERNATIVE
Angiotensin Il receptor blockers, a newer class

of drugs, are distinct from the ACE inhibitors
in that they have no effect on angiotensin-
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converting enzyme. Rather, they block the
diverse physiologic effects of angiotensin II by
specifically blocking angiotensin II tissue
receptors.” Currently, there are 6 ARBs
approved by the Food and Drug Administr-
ation: candesartan (Atacand), eprosartan
(Teveten), irbesartan (Avapro), losartan
(Cozaar), telmisartan (Micardis), and valsar-
tan (Diovan).

These drugs are not associated with an
increase in circulating bradykinins or an
increase in prostaglandin production, so theo-
retically, they should cause less of a problem
with cough. In fact, that is what clinical stud-
ies of ARBs have found. Overall, the studies
showed that the frequency of cough in
patients taking ARBs was statistically signifi-
cantly lower than that in patients taking ACE
inhibitors. The frequency was comparable to
that observed in the placebo controls.

Although a few cases of angioedema did
occur during clinical trials of the six ARBs,
there was no clear pattern of occurrence.89
However, a recent review of case reports doc-
umenting ARB-induced angioedema reported
that one third of the patients had experienced
a prior episode of ACE inhibitor-induced
angioedema.l0 In view of these observations,
ARBs should be used with caution in patients
with a prior history of angioedema. a
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