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Drugs Excel for Asymptomatic Carotid Stenosis

BY MARY ANN MOON

tomatic carotid stenosis has decreased
the risk of stroke to such a degree
that it has marginalized the benefits of
revascularization in most patients, ac-
cording to a retrospective study.
Intensive medical therapy, widely
adopted after 2003, has cut the rate of mi-
croemboli to less than 4% and markedly

Intensive medical therapy for asymp-

reduced cardiovascular events, particu-
larly stroke, in patients with asympto-
matic carotid stenosis. It therefore should
be considered the treatment of choice,
said Dr. J. David Spence of the Stroke Pre-
vention and Atherosclerosis Research
Centre, London, Ont., and his associates.

Using data from a clinical trial docu-
menting microemboli on transcranial
Doppler imaging, they assessed 468 pa-
tients (mean age 70 years) with asymp-
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tomatic carotid stenosis. Subjects who
were assessed during 2000-2002 (199 pa-
tients) were taking the less intensive
medical therapy recommended at that
time, whereas 269 patients assessed from
January 2003 through July 2007 were
taking the more aggressive medical ther-
apy that is prevalent now.

The rate of microemboli was 13% be-
fore 2003, significantly higher than the 4%
rate after 2003. Concomitantly, plasma

lipid profiles steadily improved and the
rate of carotid artery plaque progression
markedly declined. More importantly, the
rate of cardiovascular events dropped
from 18% before 2003 to 5% afterward
(Arch. Neurol. 20010;67[d0i:10.1001/
archneurol.2009.289]).

The study was funded by the Heart
and Stroke Foundation of Ontario and
the Stroke Prevention and Atherosclero-
sis Research Centre. |

administration of subcutaneous epinephrine solution 1:1000 (0.3 to 0.5 ml)
and measures to ensure a patent airway may be necessary.

Discontinue aliskiren immediately in patients who develop angioedema and
do not readminister.

5.3 Hypotension

An excessive fall in blood pressure (hypotension) was rarely seen (<0.5%)
in patients with uncomplicated hypertension treated with Valturna in con-
trolled trials.

In patients with an activated renin-angiotensin-aldosterone system, such as
volume- or salt-depleted patients receiving high doses of diuretics, symp-
tomatic hypotension may occur in patients receiving renin-angiotensin-
aldosterone system (RAAS) blockers. Correct these conditions prior to the
administration of Valturna, or start the treatment under close medical
supervision.

Initiate therapy cautiously in patients with heart failure or recent myocar-
dial infarction and in patients undergoing surgery or dialysis. Patients
with heart failure or post-myocardial infarction patients given valsartan
commonly have some reduction in blood pressure, but discontinuation of
therapy because of continuing symptomatic hypotension usually is not
necessary when dosing instructions are followed. In controlled trials in
heart failure patients, the incidence of hypotension in valsartan-treated
patients was 5.5% compared to 1.8% in placebo-treated patients. In the
Valsartan in Acute Myocardial Infarction Trial (VALIANT), hypotension in
post-myocardial infarction patients led to permanent discontinuation of
therapy in 1.4% of valsartan-treated patients and 0.8% of captopril-treated
patients.

If an excessive fall in blood pressure occurs with Valturna, place the patient
in the supine position and, if necessary, give an intravenous infusion of
normal saline. A transient hypotensive response is not a contraindication to
further treatment, which usually can be continued without difficulty once
the blood pressure has stabilized.

5.4 Patients with Severe Renal Impairment

Valturna

Patients with severe renal impairment were excluded from clinical trials
with Valturna in hypertension.

Aliskiren

Patients with severe renal dysfunction (creatinine 1.7 mg/dL for women and
2.0 mg/dL for men and/or estimated GFR <30 mL/min), a history of dialysis,
nephrotic syndrome, or renovascular hypertension were excluded from
clinical trials of aliskiren in hypertension. Safety information with aliskiren
and the potential for other drugs acting on the renin-angiotensin-aldosterone
system to increase serum creatinine and blood urea nitrogen are not
available.

Valsartan

In studies of ACE inhibitors in hypertensive patients with unilateral or bilat-
eral renal artery stenosis, increases in serum creatinine or blood urea
nitrogen have been reported. In a 4-day trial of valsartan in 12 hypertensive
patients with unilateral renal artery stenosis, no significant increases in
serum creatinine or blood urea nitrogen were observed. There has been no
long-term use of valsartan in patients with unilateral or bilateral renal
artery stenosis, but an effect similar to that seen with ACE inhibitors
should be anticipated.

As a consequence of inhibiting the renin-angiotensin-aldosterone system,
changes in renal function may occur particularly in volume depleted
patients. In patients with severe heart failure whose renal function may
depend on the activity of the renin-angiotensin-aldosterone system, treat-
ment with angiotensin-converting enzyme inhibitors and angiotensin recep-
tor antagonists has been associated with oliguria or progressive azotemia
and (rarely) with acute renal failure or death. Similar outcomes have been
reported with valsartan.

5.5 Patients with Hepatic Impairment

Valsartan

As the majority of valsartan is eliminated in the bile, patients with mild-to-
moderate hepatic impairment, including patients with biliary obstructive
disorders, showed lower valsartan clearance (higher AUCs).

5.6 Patients with Congestive Heart Failure and Post-Myocardial Infarction
Valsartan

Some patients with heart failure have developed increases in blood urea
nitrogen, serum creatinine, and potassium on valsartan. These effects are
usually minor and transient, and they are more likely to occur in patients
with pre-existing renal impairment. Dosage reduction and/or discontinua-
tion of the diuretic and/or valsartan may be required. In the Valsartan Heart
Failure Trial, in which 93% of patients were on concomitant ACE inhibitors,
treatment was discontinued for elevations in creatinine or potassium (total

of 1.0% on valsartan vs. 0.2% on placebo). In the Valsartan in Acute
Myocardial Infarction Trial (VALIANT), discontinuation due to various types
of renal dysfunction occurred in 1.1% of valsartan-treated patients and
0.8% of captopril-treated patients. Include assessment of renal function
when evaluating patients with heart failure or post-myocardial infarction.

5.7 Serum Electrolyte Abnormalities

Valturna

In the short-term controlled trials of various doses of Valturna, the inci-
dence of hyperkalemia (serum potassium >5.5 mEq/L) was about 1%-2%
higher in the combination treatment group compared with the monothera-
pies aliskiren and valsartan, or with placebo.

In a long-term, uncontrolled study with median treatment duration of
about one year, about 4% of the patients had at least one serum potassium
>5.5 mEq/L at some time during the study; about 0.8% of patients discon-
tinued study treatment and had a high serum potassium at some point
during the study. Patients with hyperkalemia were older (median age 65 vs.
55) with slightly lower mean baseline estimated creatinine clearance com-
pared to patients without hyperkalemia. While about 25% of the hyper-
kalemic episodes occurred in the first two months, other initial episodes
were reported throughout the study.

Periodic determinations of serum electrolytes to detect possible electrolyte
imbalances is advised, particularly in patients at risk for hyperkalemia such
as those with renal impairment.

Caution is advised with concomitant use of Valturna with potassium-
sparing diuretics, potassium supplements, salt substitutes containing
potassium, or other drugs that increase potassium levels may lead to
increases in serum potassium.

5.8 Renal Artery Stenosis

Aliskiren

No data are available on the use of aliskiren in patients with unilateral or
bilateral renal artery stenosis or stenosis of the artery to a solitary kidney.

Valsartan

In studies of ACE inhibitors in hypertensive patients with unilateral or bilat-
eral renal artery stenosis, increases in serum creatinine or blood urea
nitrogen have been reported. In a 4-day trial of valsartan in 12 hypertensive
patients with unilateral renal artery stenosis, no significant increases in
serum creatinine or blood urea nitrogen were observed. There has been no
long-term use of valsartan in patients with unilateral or bilateral renal artery
stenosis, but an effect similar to that seen with ACE inhibitors should be
anticipated.

5.9 Cyclosporine

Aliskiren

When aliskiren was given with cyclosporine, the blood concentrations of
aliskiren were significantly increased. Concomitant use of aliskiren with
cyclosporine is not recommended [see Drug Interactions (7)].

6 ADVERSE REACTIONS
6.1 Clinical Studies Experience
The following serious adverse reactions are discussed in greater detail in
other sections of the label:
* Risk of fetal/neonatal morbidity and mortality /[see Warnings and

Precautions (5.1)]

» Head and neck angioedema [see Warnings and Precautions (5.2)]
 Hypotension [see Warnings and Precautions (5.3)]

Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in clinical trials of another drug and may not
reflect the rates observed in practice.

Valturna

Valturna has been evaluated for safety in more than 1,225 patients, includ-
ing over 316 patients for over 1 year. In placebo-controlled clinical trials,
discontinuation of therapy because of a clinical adverse event (including
uncontrolled hypertension) occurred in 1.4% of patients treated with
Valturna versus 2.7% of patients given placebo.

Adverse events in placebo-controlled trials that occurred in at least 1%
of patients treated with Valturna and at a higher incidence than placebo
included fatigue (2.6% vs. 1.4%), nasopharyngitis (2.6% vs. 2.2%), diar-
rhea (1.4% vs 0.9%), upper respiratory tract infection (1.4% vs. 1.1%),
urinary tract infection (1.4% vs. 0.6%), influenza (1.1% vs 0.2%), and
vertigo (1.1% vs. 0.3%).

Hyperkalemia has been observed as a serum electrolyte abnormality in
Valturna clinical trials [see Warnings and Precautions (5.7)].






