
NICE guidance on the manage-
ment of hypertension recom-

mends an ACE inhibitor or
angiotensin-II receptor blocker
(ARB) as the first step in treatment
for people aged under 55 who are
not of African or Caribbean origin,
as the second step in combination
with a calcium-channel blocker
(CCB) for all patients, and as the
third step in combination with a
CCB and diuretic.1 There are now
eight ARBs available, the latest
being azilsartan (Edarbi).

The technology
Azilsartan medoxomil is licensed
for the treatment of hypertension
in adults. The recommended dose

is initially 40mg once daily, increas-
ing to 80mg once daily if required.
No dose adjustment is required in
the elderly unless they are at risk of
hypotension, eg due to age ≥75
years, when the starting dose
should be 20mg once daily. 

No dose adjustment is neces-
sary in patients with mild or mod-
erate renal impairment, but the
initial dose should be 20mg once
daily in patients with mild or mod-
erate hepatic impairment. 

There is limited or no experi-
ence of treatment in patients with
severe renal or severe hepatic
impairment. 

Prescribing precautions are
similar to those of other ARBs.

Clinical trials
Azilsartan has been compared with
other ARBs, all as monotherapy, in
three randomised trials. Two were
of six weeks’ duration – vs olmesar-
tan (Olmetec) and valsartan,
n=1291,2 and vs olmesartan,
n=12753) – and one lasted six
months – vs valsartan, n=9844. It
has also been compared with
ramipril over six months, again as
monotherapy.3

All trials recruited patients with
mild to moderate hypertension
(systolic 150–180mmHg, diastolic
<114mmHg). The exclusion crite-
ria resulted in populations of
patients (mean age 55–59) with lit-
tle co-morbidity.3
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Azilsartan medoxomil

(Edarbi) is a new angiotensin-

II receptor blocker for use in

the treatment of hyperten-

sion. In our New products

review, Steve Chaplin pres-

ents the clinical data relating

to its efficacy and adverse

events and Professor Gordon

McInnes discusses its place

in treatment.

KEY POINTS

• azilsartan is an angiotensin-II receptor

blocker licensed for the treatment of

hypertension in adults

• the recommended dose is initially 40mg

once daily, increasing to 80mg once daily if required

• in trials lasting six weeks or six months, azilsartan monotherapy

reduced systolic blood pressure significantly more than olmesartan,

valsartan or ramipril in patients (mean age 55–59) with mild to moder-

ate hypertension

• combining azilsartan 40 or 80mg daily with amlodipine or chlortalidone

significantly increases the reduction in blood pressure compared with

monotherapy

• azilsartan/chlortalidone reduces blood pressure significantly more than

azilsartan/hydrochlorothiazide

• hypotension and dizziness are more likely with azilsartan than olme -

sartan or valsartan

• a month’s treatment with azilsartan 40–80mg daily costs £16.80–£19.95

• azilsartan achieves a greater reduction in blood pressure than other

RAS blockers and is a welcome addition to the choice of antihyper -

tensives available



42 Prescriber 5 March 2013 www.prescriber.co.uk

New products

The primary end-point in com-
parisons with other ARBs was the
change in mean 24-hour systolic
pressure. Discontinuation rates in
these trials were similar across the
treatment arms.3

In the six-week trials, mono -
therapy with azilsartan 80mg daily
reduced mean 24-hour systolic
pressure significantly more than
olmesartan 40mg daily and valsar-
tan 320mg daily (see Figure 1).2,3

At 40mg daily, azilsartan was more
effective than valsartan and not sig-
nificantly different from olmesar-
tan, whereas the 20mg daily dose
was similar to both ARBs.2,3 Clinic
measurements of blood pressure
were consistent with these findings. 

Pooled analysis of these trials3

showed that responder rates
(reduction of clinic systolic blood
pressure to <140mmHg and/or a
reduction of ≥20mmHg) were sig-
nificantly greater with azilsartan
80mg daily (55 per cent) than
placebo (19 per cent) and olmesar-
tan 40mg daily (50 per cent),
whereas azilsartan 40mg daily (52
per cent) was not significantly dif-
ferent from olmesartan. 

There was no consistent differ-
ence in blood pressure trough to
peak ratios between azilsartan and
olmesartan.

In the six-month trial, both 40
and 80mg daily azilsartan reduced
mean 24-hour systolic pressure by
significantly more than valsartan.4

Again, this was consistent with
clinic measurements. 

Responder rates were signifi-
cantly greater with azilsartan 40mg
(56 per cent) and 80mg daily (59
per cent) than valsartan (47 per
cent).

The primary end-point in the
comparison with ramipril was the
change in mean 24-hour systolic
pressure after six months.3 Both
doses of azilsartan reduced this by
approximately 4mmHg more than
ramipril 10mg daily and this was

consistent with clinic measure-
ments and changes in diastolic
pressure.

Combinations of azilsartan 40
or 80mg daily with amlodipine
5mg daily or chlortalidone 25mg
daily both reduced mean 24-hour
systolic pressure significantly
more than the CCB or diuretic
alone.3 There was no difference
between the two doses of azilsar-
tan but the combination with
chlortalidone achieved a greater
reduction in 24-hour systolic pres-
sure (32mmHg) than with the
CCB (25mmHg). 

In a direct comparison, azilsar-
tan 40mg daily plus chlortalidone
12.5mg daily was more effective
than a combination with hydro -
chlorothiazide 12.5mg daily (mean
reduction in 24-hour systolic pres-
sure 26 vs 20mmHg).3

As with other ARBs, azilsartan
reduces blood pressure less in black
people than nonblack people.2-4

Adverse effects
The adverse effects of azilsartan
reported in clinical trials were typ-

ical of ARBs. The most frequent
were dose-related dizziness and
fatigue and, consistent with its
effects on blood pressure, were
twice as frequent than with com-
parator drugs (4.1 vs 1.9 per cent
overall).3
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Figure 1. Hourly systolic BP: change from baseline after 6 weeks’ treatment with

placebo, azilsartan (AZL) 40 or 80mg daily, valsartan (VAL) 320mg daily and olme -

sartan (OLM) 40mg daily2
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Place in therapy

The well-recognised benefits of
antihypertensive therapy are pro-
portional to reduction in blood
pressure. Despite Quality and
Outcomes Framework (QOF)
incentives, however, many treated
people fail to achieve recom-
mended blood pressure targets.
Most hypertensive patients require
combinations of drugs for control
and yet there appears to be reluc-
tance to use two or more antihyper-
tensives simultaneously. 

About one-third of those
treated probably require more than
two drugs in combination and it is
likely that 10–15 per cent of com-
pliant individuals are not con-
trolled even with triple therapy. 

In the face of these short -
comings, there is a need for more

effective yet well-tolerated anti -
hypertensive agents.

Azilsartan appears to satisfy
this need. At usual doses, azilsar-
tan is more effective than other
renin-angiotensin system (RAS)
blockers (ACE inhibitors and
ARBs). Azilsartan 80mg daily
reduced clinic blood pressure by
a remarkable 9/6mmHg more
than that achieved with ramipril
10mg daily. 

In all comparisons azilsartan
had an antihypertensive effect
greater than other RAS blockers,
although the difference was not
always significant. Azilsartan is well
tolerated apart from transient
dizziness.

RAS blockade is the foundation
of modern antihypertensive ther-
apy. Azilsartan has an important
potential role in those uncon-

trolled after step 2 (dual) or step 3
(triple) therapy, and switching the
existing RAS blocker to azilsartan
should lead to a greater proportion
of hypertensive patients reaching
their target blood pressure without
the need to add further drugs.
Thus, azilsartan is a welcome addi-
tion to our options for control of
blood pressure.
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