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care of noncardiac problems in high-risk
patients.

The guidelines also address the psy-
chosocial needs of adult CHD patients
with the recommendation that the com-
prehensive care of these patients should
incorporate individual and family psy-
chosocial screening, counseling, and ed-
ucation regarding the possible social,
emotional, and vocational impact of the
conditon. 

Because CHD patients are at increased
risk for infectious endocarditis, it is im-
portant that patients and their families be
educated about the signs and symptoms
of infectious complications, as well as
how to prevent them, according to the
authors.

In particular, the guidelines recom-
mend antibiotic prophylaxis in high-risk
CHD patients “before dental procedures
that involved manipulation of the gingi-

val tissue or the periapical region of teeth
or perforation of the oral mucosa.” An-
tibiotic prophylaxis also should be con-
sidered before vaginal delivery at the

time of membrane rupture in patients
with a prosthetic cardiac valve or in
whom prosthetic material was used for
valve repair and patients with unrepaired
and palliated cyanotic CHD.

However, antibiotic prophylaxis against
infectious endocarditis “is not recom-
mended for nondental procedures [such
as esophagogastroduodenoscopy or

colonoscopy] in the absence of active in-
fection,” the authors wrote in the guide-
lines.

Pregnancy and contraception require
special consideration in women with
CHD. With respect to contraception, oral
estrogen-containing drugs are not rec-
ommended for patients at risk of throm-
boembolism, including those with pul-
monary arterial hypertension or cyanosis
related to an intracardiac shunt, accord-
ing to the guidelines. Regarding preg-
nancy, patients are advised to consult
with an adult CHD expert to determine
a labor and delivery management plan
prior to becoming pregnant. 

In addition to the general recommen-
dations for the care of adult CHD pa-
tients, the guidelines also include com-
prehensive information on the clinical
features, diagnosis, treatment options,
activity limitations, pregnancy risks, and
preventive strategies related to specific le-
sions, such as atrial, ventricular, or 

atrioventricular septal defects; patent duc-
tus arteriosus; left-sided heart obstructive
lesions; right ventricular outflow tract
obstruction; pulmonary artery hyper-
tension/Eisenmenger physiology; and
tetralogy of Fallot.

The adult CHD guidelines were devel-
oped in collaboration with the American
Society of Echocardiography, the Canadi-
an Cardiovascular Society, the Heart
Rhythm Society, the International Society
for Adult Congenital Cardiac Disease, the
Society for Cardiovascular Angiography
and Interventions, and the Society of Tho-
racic Surgeons.

While the recommendations are evi-
dence based wherever possible, “unlike
other ACC/AHA practice guidelines,
there is not a large body of peer-reviewed
published evidence to support most rec-
ommendations,” the authors wrote. For
this reason, the evidence supporting many
of the recommendations comes from the
consensus of experts. ■
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In RA Patients, Cardiovascular
Risk Matches Type 2 Diabetes
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S A N F R A N C I S C O —  Patients who have
rheumatoid arthritis should be assessed
annually for cardiovascular risk factors, a
recommendation necessitated by a heart
disease risk profile that equates to that of
those with type 2 diabeties, a European
task force concluded.

“Cardiovascular risk management is ur-
gently needed for patients with rheuma-
toid arthritis, ankylosing spondylitis, and
psoriatic arthritis,” said Dr. Michael T.
Nurmohame, who was speaking on be-
half of the European League Against
Rheumatism cardiovascular disease risk
management task force at the annual
meeting of the American College of
Rheumatology.

Task force recommendations highlight-
ed at the meeting included:
� Characterizing of rheumatoid arthritis,
ankylosing spondylitis, and psoriatic arthri-
tis as “high-risk” conditions with regard to
cardiovascular disease, similar to diabetes.
� Launching annual screening for car-
diovascular risk of every RA patient, with
consideration of screening of ankylosing
spondylitis and psoriatic arthritis patients
as well.
� Providing every patient with lifestyle
recommendations for lowering cardiovas-
cular risk.
� Emphasizing aggressive control of dis-
ease activity to suppress inflammation and
lower cardiovascular risk.
� Adapting cardiovascular risk scoring
models (such as the newly adapted Sys-
tematic Coronary Risk Evaluation SCORE)
by a factor of 1.5 to account for elevated
baseline risk associated with inflammatory
rheumatic diseases.
� Considering of treatment with statins
and/or antihypertensive drugs according
to cardiovascular management targets es-
tablished by local guidelines; or, if no lo-
cal guidelines exist, when targets exceed 10-
year cardiovascular mortality risk models

established in the newly adapted SCORE.
� Acknowledging that the role of cy-
clooxygenase-2 inhibitors and nonsteroidal
anti-inflammatory drugs is not well es-
tablished in RA patients.
� Limiting corticosteroids to the lowest
possible doses.

The task force consisted of 21 rheuma-
tologists, internists, cardiologists, and epi-
demiologists representing nine European
countries.

Its work was prompted by the increas-
ing recognition that those patients who
have rheumatoid arthritis face a steeply
elevated risk in cardiovascular diseases,
said Dr. Nurmohamed, who is a rheuma-
tologist at the VU University Medical
Center and Jan van Breemen Institute in
Amsterdam.

The risk can only be partially explained
by traditional risk factors, with inflamma-
tory processes serving as the apparent
“missing link,” he suggested.

Earlier this year, Dr. Nurmohamed and
his associates published the results of the
CARRÉ study, in which they compared
cardiovascular risk in 353 patients with
rheumatoid arthritis with two groups of
similarly aged patients who were enrolled
in the population-based Hoorn cohort
study: 194 of the patients had type 2 di-
abetes and 258 healthy controls (Ann.
Rheum. Dis. 2008 Aug. 12 [doi:10.1136/
ard.2008.094151]).

The prevalence of cardiovascular dis-
ease was 5% in nondiabetic patients with
no rheumatoid arthritis; 12.4% in patients
with type 2 diabetes; and 12.9% in patients
with RA.

Some of that risk can be accounted for
by increased hypertension, dyslipidemia,
and lifestyle factors in the RA population,
he said.

However, inflammatory rheumatic
diseases themselves also seem to confer
an independent risk that should be ac-
counted for in models that predict car-
diovascular mortality, Dr. Nurmohamed
commented. ■

Restrictions on Ranolazine’s
Label Lifted, Cuts HbA1C
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The Food and Drug Administration
has approved a revised indication

and several label additions for the angi-
na drug ranolazine, including a state-
ment that the drug reduced hemoglobin
A1c in people with diabetes.

The indication is still for “the treat-
ment of chronic angina,
but “the second-line re-
striction on the use of ra-
nolazine to treat patients
with chronic angina has
been removed,” accord-
ing to an announcement
issued by the FDA .

Previously, the indica-
tion was for treatment of
chronic angina, but with
the added statement that
it should be reserved for
patients who have not had
an adequate response
with other antianginal
drugs, because ranolazine increases the
QT interval. 

The additional statement has been re-
moved from the revised label, with the
information about the QT interval pro-
longation now in the warnings and pre-
caution section.

Also added to the label is a statement
that cites the significantly lower rate of
arrhythmias in patients with coronary
heart disease who were treated with ra-
nolazine in the MERLIN-TIMI 36 trial,
compared with those on placebo, CV
Therapeutics Inc. noted in its an-
nouncement of the approval.

The indications section of the revised
label also says that the drug can be used
with -blockers, nitrates, calcium chan-
nel blockers, antiplatelet therapy, lipid-
lowering therapy, ACE inhibitors, and an-
giotensin receptor blockers.

CV Therapeutics markets ranolazine
in extended-release tablet form as

Ranexa, which was approved in January
2006. 

Ranolazine has antianginal and anti-is-
chemic effects, but its exact mechanism
of action is not known, according to the
label.

In a statement, the company said that
data from the MERLIN-TIMI 36 trial
were submitted to the FDA in Septem-
ber 2007, as part of its supplemental ap-

plication. The revised label
includes the statement
that in the study—which
compared ranolazine to
placebo in more than
6,000 patients with acute
coronary syndrome—no
benefit was seen on out-
come measures, but that
the study was “somewhat
reassuring regarding
proarrhythmic risks, as
ventricular arrhythmias
were less common on ra-
nolazine.”

The incidence of ar-
rhythmias (ventricular tachycardia,
bradycardia, supraventricular tachycar-
dia, and new atrial fibrillation) was 80%
among those treated with ranolazine,
compared with 87% of those on place-
bo, a significant difference, according to
the label. However, the label also states
that the difference in arrhythmias did not
result in lower mortality, or reductions in
arrhythmia hospitalizations or arrhyth-
mia symptoms. 

The label notes that there were no
proarrhythmic effects seen on 7-day
Holter recordings in 3,162 patients with
acute coronary syndrome who were
treated with ranolazine.

The revised label also includes the
statement that ranolazine “produces
small reductions in [hemoglobin A1c] in
patients with diabetes, the clinical sig-
nificance of which is unknown,” and
that the drug “should not be considered
a treatment for diabetes.” ■

An increasing
number of patients
are now surviving
into adulthood
with complex
cardiac anatomy
and physiology.

DR. WARNES

Previously,
ranolazine’s
indication was
restricted to
patients who had
not had an
adequate
response with
other antianginal
drugs.




